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SUBSTITUTED PYRAZOLYL BENZENE SULFONAMIDES 
SUBSTITUT^ TREATMENT OF INFLAMMATION 

FIELD OF THE INVENTION 

This invention is in the field of anti- 
inflammatory pharmaceutical agents and specifically relates 
co compounds, compositions and methods for treating 
inflammation and inflammation-associated disorders, such as 
arthritis. 

BACKGROUND OF THE INVENTION 

Prostaglandins play a major role in the 
Ant lamination process and the inhibition of prostaglandin 
croduction. especially production of ?GG 2 , ?GK 2 and PGE 2 , 
has been a common target "of anti-inflammatory drug 
discovery. However, common non-steroidal anti-inflammatory 
d-ugs (NSAIDs) chat are active in reducing the 
oroscaglandin-induced pain and swelling associated with tne 
"inflammation process are also active in affecting other 
orostaglandin-regulated processes not associated with the 
"inflammation process. Thus, use of high doses of .most 
common NSAIDs can produce severe side effects, including 
life threatening ulcers, that limit their therapeutic 
potential. An alternative to NSAIDs is the use of 
corticosteroids, which have ever, more drastic side streets; 
especially when long term therapy is involved. 

Previous NSAIDs have been found to prevent 
'the production of prostaglandins by inhibiting, 
enzvmes in the human arachidonic acid/proscaglandin 
pathway, including the enzyme cyclooxygenase (COX) . 
The recent discovery of an inducible enzyme 
associated with inflammation (named -cyclooxygenase 
25 II (COX ID" or -prostaglandin G/K synthase II" ) 

provides a viable target of inhibition which more 
, "effectively reduces inflammation and produces fewer 
and less drastic side effects. , 
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Pyraxol.. have been describee £pr_use in the . 
' =f inflammation. U.S. Patent Ho. =.134.1-2 

. «, i c-oiarvl Dyrazoles, and / 

Matsuo ec al descnoes 1.5-a.aryi py 

. _ = i i_ (4-f luorophenyl) -5- [4- 
specifically, .1 3 _ trif lu oromethyl pyrazole. as 

5 imethylsulfonyDpnenyl] -3. crxsxu 
having anci-inflammacory accivicy. 

. ..; _ » . "j 940 418 co r. Hamilton • 

U s Pacer.; No. j.»'»w/' 4 - lo 
describes cricyolic , 4 . 5-aihydrobeaz Ig U^zoies« 

0 antiinflammatory ager.es. I. addxezon U ' 
.-cerocyciic Che... 13, 515 (1976)] aescrxoes 
tricyclic 4.5-dihydrobenzIglindazoles « = 
antiinflammatory agents, U.S. Pacer.. Mo -; lJ4 - a ^ 
describes fused tricyclic pyrezo.es ^ * " as 
» ring bridging the pyrazole and a pnenyl r-^~^ , 
KMG-CoA reductase inhibitors. European punlxcatxo.. 
477 04«. published Mar. 25. 1992. describes [4.5- 
dlnvdro l-ohenyl-lK-benz(g)indazol-3-yllamides as 
dxhydro 1 pne y ,„ ivi , v Eur o D ean .publication 

20 ^:, P S^ .Ss/desc^ 

20 dib^o^ 

as i^unosciaulancs. M. Hashem ec al [ J. "ed_ Ch - . 
19 220 (1976)] describes fused tricyclic pyrazo s . 
. Lin^a sacuraced rin 9 bridging che pyrazole ana a 
25 phenyl radical, as ancibiocics. 

Cercain subscicuced pyrazolyl-benzenesuifonanddes 

' ha ve been described in che liceracure as synchecic 
' have . e ar . \ f ica iiv 4 - 1 5 - ( 4 -chloropheny 1 ) -3 - 

intermediates. Specifically, I pre oared 
„i 1 <r\ Thprz^nesulronamide has De-n P^." 6 
30 phenyl-lH-pyrazol-l-yllbenz n for compounds 

from a pyrazoline compound as an -n.-rme . 
having hypoglycemic activity W . Solxman ec a . . - 
sci 76 , 626 ,1987,1. 4-l5-[2-,4-Bromophenyli-2- 1.2.3 
trlazol- -yl-1 -3-methyl-lH-pyrazol-l-yllbenzenesulronamxae 
trxazol . yil ovrazdline- compound and aescrxoea 

35 has been prepared .rom a pyrazo. Mokhc „ j 
as not-ntially bavins hypoglycemic activity l». «o 
oL a Sci. tod. W. 31. 762 -,1988, 1. Sxmxlarly. 4-(4 
bromo-5-,2-,4-chlorophenyl,-2 K -1.2.3-triazol-4-yll-3- _ 



t « 

3 

„l , -vllbenzenesulfonamide has been prepare; 
mechyl-lK-pyracol-l ylloenr 9 (1991)]. 

,H. Holchcar ec al. «*. /• *«• »=■ «-"-~ J 

Th e pbycoeoxicicy oS pyrazcie Reives , U 

5 described IK. Cocco ec al. -- . uUony i )ph enyll-3- 
(1985)1. specitically to- - i 
phenyl-lH-pyrazole.3.4-dicarboxylic acxa. 

The use of scyryl pyrazole e seers for 

- ~ e i s d>sc-ibed (H. Mokhcar et al. 
10 -idiabeces oru 9 s .s - s ^ q£ scyiyl ole 

Phannane. 33, 649 651 is desc ribed «. 

carboxylic adds ror • The use of «- 

Soliman .ee al. Pnarmarae. . - . ene sul£onamides as 

, t3.4.5-crisubseicueed-pyraeo 1 - i -yl ben ^ 

IS incermediaces for » ^ .ifcnyl.phenyl^ 

described, and specifically. -J*^ aet4 w . Soliman 
M cbyl- 5 -Pbeoyl-XK-pyraco _ , Eerie s of .-13; 
ec al. J- Pharm. Sea-. 72. ^_ 
sub scicuced -^ l ; S -^ 1 ; 1 ™^ as incermediaces 

20 yl^rr^T^T^ -ci^cally. 4-C3- 
£or anci-oiabeces vl , bil . iene sulfonandde IK. 

M c h yl-5-phenyl-lH-Py-coi-l yilbe ^ 

Feid-Allah. Fharmarie. 36. 7=4 ,„ b oxvlic acid 

25 *" Tl/pyra^-^.benzenesulfonamide compound 
S e^C- 7 0. 60 2 ,19Sin. 
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DESCRIPTION OF THE INVENTION 

K class of compounds useful in' creating 
. inflammation-relaced disorders is defined by Formula I: 

wherein R- is selected . from aryl and heceroaryi, 
wherein »1 is substituted ac a substitutable position 

coiprced from sultarnyl, naio, 
10 with one or more radicals seleccea — o 

slkyl. alkoxy, hydroxy 1. haloalkyl and 

— S— N=C-N , 
R 5 

wherein r2 is selected from hydride, halo, alkyl, 
15 haloalkyl, cyano. nicro. formyl. carboxyl, alkoxy, 
aminocarbonyl. alkoxycarbonyl, carboxyalkyl , _ 
alkoxycarbonylalkyl. amidino, cyanoamia.no cyanoalkyl , 
alkoxycarbonylcyanoalkenyl. aminocarbonylalkyl . N- 
alkylaminocarbonyl, N-arylaminocarbonyl, N.N- 
20 dialkvlaminocarbonyl. N-alkyi -N-arylaminocarbonyl. 

cycloalkylaminocarbonyl. hecerocyclicaminocarbonyl. . 

carboxvalkylaminocarbonyl , 

aralko'xycarbonylalkylaminocarbonyl. aikylcarbonyl . 
. -alkylcarbonylalkyl. hydroxyalkyl. haloaralkyl, 
25 carboxyhaloalkyl. alkoxycarbonylhaloalkyl 

aminocarbonylhaloalkyl. alkylaminocarbonylhaloalkyl. H- 
aUcylamino, N.N-dialkylamino . N-arylamino, N- 
aralkvlamino. N-alkyl-N-aralkylamino, N-alkyl-N- 
arvlamino, aminoalkyl. N-alkylaminoalkyl , N.N- 
30 dialkylaminoalkyl, N-arylaminoalkyl. N- _ alkv 1 * 

aralkylaminoalkyl, N- alky 1-N-ar alky lam.no a Ikyl, N-alky- 
M-arvlaminoalkyl, aryloxv. aralkoxy. arylthio 
aralkylthio.alkylthio. alkylsulf inyl, alkylsulronyl h 
alkylaminosulfonyl. N- aryl amino sulf onyl. arylsulf onyl , 
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' , M _=ikvl-N-arvlaiainosuifonyI, 

N.N-dialkyiaminosulronyi, i< axiw- 

hecerocyciic, 



R' 

o s o 

o . s ■ ' ° 

■ wherein R3 is selecced from hydride, alkyl. halo, 
haloalkyl.- cyano. nicro. formyl. carboxyl, • 
alkoxvearbonyi. c.arbcxyalkyl . alkoxycaroonylalkyl . 
amidino.~cyanoamidino. amino car bony 1 . 
alkylamino, N.N-dialkyl amino, aminocaroonylalkyl, N 
alkvlaminocarbonyl, N -arylaminocarbonyl, N.N- 
dialkvlazainocarbonyl. N-alkyl-N-arylaminocarbonyl. 
alkylcarbonyl. alkylcarbonylalkyl . hydroxyalkyl . 
5 alkylchio. alkylsulfinyl. alkylsulfonyl. N- ■ 
' alWlaminosulfonyl, N-aryl aminosmf onyl. arylsulf onyl. 
K ^dialkylaminosulfonyl. N-alkyi-N-arylam -sulronyl^ 
cycloalkvl, hecerocyciic. hecerocyclicalkyl and aralkyl. 
wherein R« is selecced from aralkenyl. aryl. 
0 cvcloalkyl. cycloalkenyl and hecerocyciic; where xn R 
r/ionaUy subscicuced ac a subscicucable = wxch 
one or more radicals selecced from nalo, alkylchxo. 
- alkvlsulfinyl, alkyl, . alkenyl. alky Isuif onyl. .cyano, 
carboxyl. alkoxycarbonyl. aminocarbonyl . N- 
25 alkylaminocarbonyl. N -arylaminocarbonyl, N.N- 

dialkylaminocarbonyl , N-alky 1-N-ary laminocaroonyl. 
halo^l. hydroxyl. alkoxy. hydroxyalkyl h.loal^ , 
sulfamvl, K-alkylamincsulfonyl. amino, N-alkylamxno. 
^-dialkylamino.. hecerocyciic, cycloalkylalkyl . nxcro. 
30 acylamino, ( 



R 7 R' 



5 ; 



$ 



R' 

o s 

or wherein r3 and R 4 together form 

(CH 2 ) ra 



R* 



. ' wherein m is I to 3, inclusive; 

wherein A is selected from phenyl and five or sax 
membered heteroaryl; 
10 wherein P. 5 is alkyl; 

wherein R6 is one or more radicals selectee from 
halo, alkylthio. alkylsulf inyl. alkylsulf onyl, cyano. 
carboxyl. alkoxycarbonyl. aminocarbonyl. N- 
alkylaminocarbcnyl, N -arylaminocarbonyi, alkyl. alkenyl. 
15 N.N-dialkylaminocarbonyl. N -alkyl-N-arylaminocarbonyl . 

• haloalkyl. hydrido. hydroxy 1 . alkoxy . hydroxyalkyl . 
haloalkoxy, sulfamyl. N-alkylaminosulfonyl. amino, N- . 
alkylamino. N.N-dialkylamino. heterocyclic, 

cycloalkylalkyl. nitro and acyiamino; and 
20 wherein R 7 is selected ' from hydrido . alkyl, ary. 

and aralkyl; - ■ . • • - 

provided R^ and r3 are not identical radicals 
selected from hydrido. carboxyl and ethoxycarbonyl; . 
• : ' further provided that r2 is - not carboxyl or .methyl wnen 
25- R3 is hydride and when R* is phenyl; further provioed 
that R 4 is not triazolyi when R 2 is methyl; further 
provided that R 4 is not aralkenyl when R* is carboxyl. 

• aminocarbonyl or ethoxycarbonyl; further provided that 
R 4 is not phenyl when «?. is methyl and R? is carboxyl; 

•j ^ b'4 ic not unsubstituted thienyl 

■30 further provided thau R is noc v-.-su^ ^ ^ ^ 

• when R^ is trif lUoromethyl; and further provioea tnat R 

" < s aryl substituted with sulfamyl or R* is sulramyl.. 
' when *Rl is phenyl not substituted with sulfamyl; 
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• . or a pharmaceucically-accepc^ble.salc thereof. 

The ohrase -further provided" , as used in the , • 

, c inronded to mean chat tne oenctec 
above description, is mt_na_u v. 

• Ho ronsid— ed conjunctive wicn any o, -ne 

5 proviso is not to be consia— -u 

other provisos . 

" compounds of Formula I would be useful 7 
' for. but- not limited oo. the treatment of _ 
i«- inflammation in a subject, and for treatment or 

0 ther inflammation-associated disdroers . such as as 
an analgesic in the treatment of parn ano 
or as an antipyretic for the treatment of fever, o. 
- examole. compounds of formula X would be userul to 
15 treat arthritis, including but not limited to 

rheumatoid arthritis, spcr.dylcarthropat.nres. gouty 
arthritis, osteoarthritis, systemic lupus 
artnrj.tr , ■ .„„,i« a -trr*tis. such compounos 

ervthematosus and juvenile a.cnr-tis 

of' Formula i would be useful in the treatment or 
20 asthma, bronchitis, menstrual cramps, tenonitis, 
bursitis, and skin related conditions such as 
oToriasis. eczema, burns and dermatitis, compounos 
"of Formula 1 also would be useful to treat ^ 
ga strointestinal conditions such as inflammatory 
25 bowel disease. Crohn's disease, gastritis irrl-ble 
bowel syndrome and ulcerative colitis ano tor the 
prevention of colorectal cancer, compounos or _ 
- Formula I would be useful in creating inflammation . 
in such diseases as vascular diseases, migraine 
30 headaches, periarteritis nodosa, ^^roiditis 

aolastic anemia. Kodgkin's disease, scleredema, 
"neumatic fever, type 1 diabetes, myasthenia gravis, 
sarcoidosis, nephrotic syndrome. Behcef s synorome. 

»<nni-iris hvoersensitivity . 
oolvrovositis, gingiviuis, ny^c... ...... ^ 

35 'conjunctivitis, swelling. occurring after in,ury 

^cardial ischemia, and the like. The compounds -e 
useful as antiinflammatory agents, sucn as .or the 
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treatment of arthritis, with the additional benefit 
of having significantly less harmful side eneccs. 

The oresent invention preferably includes 
< comoounds which selectively inhibit cyclooxygenase 
"• n "over cvclooxygenase I. Preferably, the compounas 
have a cyclooxygenase II IC S0 of less than about 0.2 
U_M, and also have a 'selectivity ratio of 
' cyclooxygenase II inhibition over cyclooxygenase I 
10 inhibition- of at least 50. and more preferably of at 
least 100. Even more preferably, the compounas have 
a cvclooxygenase I IC 50 of greater than about 1 pM, 
and more preferably of greater than 10 n-M. Such 
Preferred selectivity may indicate an ability, to 
15 "reduce the incidence of common NS AID- induced sice 
effects 

o 
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> preferred class of compounds consists 
chose, compounds of Formula I wherein r1 is selected from 
aryl selected from phenyl . naphthyl and biphenyl , ana 
fWe- or six-membered heteroaryl, wherein R 1 is 
substituted at a substitutable position with one or more, 
radicals selected from sulfamyl. halo, lower alkyl, 
lower alkoxy. hydroxy!, lower haloalkyl and 
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O, 0 K R 5 
— S-N=C-N 

R 5 



30 



35 



wherein R* is selected from hydrido. halo, lower . 
aikyl, lower haloalkyl, cyano, nicro, formyl. carboxyl, 
lower alkoxycarbonyl. lower carboxyalkyl . lower 
alkoxycarbonylalkyl, amidino. cyanoamidino. lower 
cyanoalkyl, lower alkoxycarbonylcyanoalkenyl, 
aminocarbonyl, lower alkoxy, lower aryloxy. lower 
aralkoxy, lower aminocarbonylalkyl . lower N- 
alkvlaminocarbonyl. N-arylaminocarbonyl, lower N,M- 
dialkylamihocarbonyl . lower N-alkyl-N-arylaminocarbonyl . 
lower cycloalky laminocarbonyl . lower 
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heterocyclicaminocarbonyl , lower 
carboxyalkylaminocarbonyi , lower 

aralkoxycarbonylalkylaniinocarbonyl, lower haloaralkyl. 
lower carboxyhaloalkyl . lower alkoxycarbonylhaloalkyL. 
5 lower aminocarbonylhaloalkyl, lower 

alley laminocarbonylhaloaikyl,. lower a Iky 1 car bony I. lower 
alkylcarbonylalkyl. lower alkylamino, lower N, N- 
ciaikylamiho, N-ary lamino, lower N-aralkylamirid. lower 
N-aikyl-N-aralky lamino, lower N- alky 1 -N-ary lamino. lower 
10 aminoalkyl, lower N-alkylaminoalkyl. lower N.N- 

dialkylaminoalkyl. lower N-arylaminoalkyl. lower N- 
aralkylaminoalkyl. lower N-alkyl-N-araikylaminoalkyl . 
lower N-alkyl-N-aryiaminoalkyl, arylchio, lower 
aralkylchio, lower hydroxyalkyl. lower alkylcnio, lower 
15 alkylsulfinyl, lower alkylsulf onyl, lower N- 

alkylaminosulfonyl, N-arylaminosulf onyl. arylsulf onyl , 
lower N,N-dialkylaminosulfonyl, lower N-alkyl-N- 
arylaminosulfonyl, heterocyclic, 

* 7 f R 7 

o s o 

R~ P." R T 

* ^H^NKa , and / N ^Y^ CH3 " ' 

0 s o 

- wherein R 3 is selecced. from hydrido. lower alkyl, 
halo, lower haloalkyl. cyano, nicro, formyl, carboxyl. 
25 lower alkoxycarbonyl, lower carboxyalkyl, lower 
alkoxycarbonylalkyl,. amidino, cyanoamidino. 
aminocarbonyl, lower aikoxy,. lower N-alky lamino, lower 
N.N-dialky lamino. lower aminocarbonylalkyl, lower N- , 
alky.laminocarbonyl. lower N-arylaminocarbonyl, lower 
30 N,N-dialkylaminocarbonyi, lower N-alkyl -N- 

arylaminocarbonyl . lower alkylcarbonyl, lower 
alkylcarbonylalkyl, lower hydroxyalkyl, lower alkylchio. 
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iower'alkylsulfinyl, lower alkylsulfonyl.. lower N- 
aZlalosulfonv!. H-aryla.inosUifonyl. ^Isul^l. 
lower N.N-dialkylan.inosulfonyl. lower- N-al^ -N- 
arvlaminosulfonyl. lower cycloalkyl. heterocyclic . -ow__ 
5 hecerocyclicalkyl and lower aralkyl; ■ 

wherein R« is selected from lower aralKenyl. .^1. 
l0W er cvcloalkyl. lower cycloalkenyl and five to ten 
m embered heterocyclic; wherein R is Optionally 

-tp S ubstitutable oosition with one or more 
substicutea at a suDSticuu^ A . , •■ . 1o ^v 
i, radicals selected from halo, lower alKylch^. low.. 
alXvlsulflnyl. lower alKyl. lower allcenvl, lower 
t^lsulfonyl. cyano. carbcxyl. lower alfcoxycaroonyl. 
^nooarbonyl. lower N-allcylaminooarbonyl. »- 
a^lam'nocarbonyl. lower N.N-dialkylamxnocaroonyl. -ow.r 

K-« haloalKyl. hycro*yl. 
low« alXo^. lower hydro*yal*yl . lower haloa *o*y 
.ulfawl. lower N-alkylaminoeulfonyl. amino, lower S 
a-fcylamino. lower H.N-dialKylamino, five- or «x- 
m^red heterocyclic, lower cycloal^laWl. nxcro, 

20 acylamino. 
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or 



wherein R 3 and R 4 together form 
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wherein m is 1 to 3, inclusive; . . 
wherein A is selected from phenyl ana five or six 
30 membered heteroaryl; 

wherein R 5 is lower alkyl; _ 
wherein R* is one or more radicals selected nrom 
halo, lower alky Ithio. lower alkylsulf inyl. lower 
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alkylsulfonyl. cyano. carboxyl. lower alkoxycarbonyl. 
aminocarbonyi. lower N-alkylaminocarbonyl. N- 
arylaminocarbonyl. lower alkyl. lower alkenyl , lower 
N N-dialkvlaminocarbonyl, lower N-alkyl-N- 
5 arylaminocarbonyl, lower haloalkyl, hydride, hydroxys, 
lower alkoxv, lower hydroxyalkyl, lower haloalkoxy, 
sulfamyl, lower N-alkylaminosulf onyl , amino, lower N- 
alkvlamino, lower N.N-dialkylamino, five- or six. 
numbered heterocyclic, lower cycloalkylalkyl. nicro ana 

10 acylami.no; and 

wherein R 7 is selecced from hydrido, lower alky., 

arvl and lower aralkyl ; i 
■ or a pharmaceucically-accepcable sale chereof , 

A more preferred class of compounds consists 
of chose compounds of Formula I wherein R 1 is phenyl, 
wh-rein is substituted at a substitutable posicion 
wich one or more radicals selecced from sulfamyl. halo, 
lower alkvl. lower alkoxy. hydroxyl, lower haloalkyl ana 



Q 0 K R 5 

f 

R s 



— £— N = C-N 



wherein R2 is selecced from hydrido, lower alkyl. 
lower haloalkyl. cyano, carboxyl, lower alkoxycarbonyl. 
25 lower carboxyalkyl, lower cyanoalkyl, lower 

alkoxycarbonylcyanoalkenyl. lower haloaralkyl. lower 
'carbdxyhaloalkyl . lower • alkoxycarbonylhaloalkyl ..flower ; 
aminocarbonylhaloalkyl . lower 

alkylaminocarbonylhaloalkyl. lower N-alkylamino , lower 
30 N.N-dialkylamino, N-arylamino, lower N-aralkylamino. 

lower N-alkyl-N-aralkylamino, lower N-alkyl-N-aryl.airano. 

lower aminoalkyl. lower N-alkylaminoalkyl . lower N,N- 

d-alkylaminoalkyl, lower N-arylaminoalkyl, lower N- 
' aralkylaminoalkyl, lower N-alkyl-N-aralkylaminoalkyl, 
35 lower N-alkvl -N-arylaminoalkyl. aryloxy, lower 

a-alkoxy, lower alkoxy, lower alkylthio. arylchio, lower 
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aralkvlchic aminocarbonyl , lower aminocarbonylalkyi. 
lower" N-alkylaminocarbonyl , N-arylaminocarbonyl . lower 
N N-dialkylaminocarbonyl , lower N-alkyl-N- 
arylaminocarbonyl, lower cycloalkylaminocarbonyl. lower 
carboxvalkvlaminoearbonyl, lower 

aralko'xycarbonylalkylaiainocarbonyl, lower hydroxyalkyl . 
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R' R 
i 1 ■ 



o s o 



R' 



R' 



.N^NH, f ^N^NK 2 f and 

O S ° 



wherein R 3 is selecced from hydrido, lower alkyl, 
halo, cyano. lower hydroxyalkyl. lower alkylthio. lower 
alkylsulf inyl. lower alkylsulf onyl . lower alkoxy, lower 
15 N-alkvlamino, lower N.N-dialkylamino. lower N- 

alkylaminosulfonyl, N -aryl amino sulf onyl. arylsulfonyl, 
lower N.N-dialkylaminosulf onyl. lower N-alkyl-N- 
arvlaminosulfonyl and lower cycloalkyl; 

wherein R 4 is selecced from lower aralkenyl, aryl, 
lower cvcloalkyl. lower cycloalkenyl and five co cen 
membered hecerocyclic; wherein P.< is optionally 
subscicuced at a subscicucable posicion with one or more 

radicals selected from halo, lower alkylthio, lower 

alkylsulf inyl, lower alkyl. lower alkenyl. lower 
alkylsulfonvl. cyano. carboxyl. lower alkoxycarbonyl, 
aminocarbonyl, lower haloalkyl> hydroxyl, lower alkoxy, 
Tower hvdroxyalkyl, lower haloalkoxy, sulfamyl, lower 
alkylaminosulfonyl. amino, lower N-alkylamino, lower 
N.N-dialkylamino, five or six membered heterocyclic, 
lower cycloalkylalkyl. nicro. 
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or 



O . x s o 
wherein R 3 and P. 4 together form 



<CH 3 ). % 



wherein n is' 2; 

wherein A is selected from, phenyl and five or six 
membered heteroaryi; 

wherein R 5 is lower alkyl; 

wherein R 6 is. one or more radicals selected from 
halo, lower alkylthio. lower alkylsulf inyl. lower alkyl, 
Tower alkenyl, lower alkylsulf onyl , cyano, carboxyl. 
lower alkoxycarbonyl. aminocarbonyl . lower haloalkyx. 
hvdroxyl. lower alkoxy. lower hydroxyalkyl , lower 
haloalkoxy. sulfamyl. amino, lower N-alkylamino, lower 
N.N-dialkylamino-, lower cycloalkylalkyl and nitro; and 
wherein R 7 ' is selected from hydrido. lower alkyl. 

aryl and lower aralkyl; 

or a pharmaceutically-acceptable salt thereof. 



An even more preferred class of compounds 
consists of those compounds of Formula I wherein is 
L phenyl, wherein Rl is substituted .at a substitutable - 
position with one or more radicals selected from 
25 sulfamyl. halo, lower alkyl. lower alkoxy and 



0,0 H P S 
— S— N = C-N 



wherein ?. 2 is selected from hydrido, lower alkyl, 
30 lower haloalkyl. cyano. carboxyl, lower alkoxycarbonyl, 
lower carboxyalkyi . lower cyanoalkyl. lower 
alkoxycarbonyicyanoalkenyl, lower haloaralkyl, lower 
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earboxyhaloalkyl/ lower alkoKycarbonylhaioalkyl ; lower 
aminocarbonylhaloalkyl, lower .- 

alkylaminocarbonyihaloalkyl, lower N-alkylamino . lower 
N N-dialkvlamino , N-arylamino. lower N-aralkylananp. 
5 low- N-a'lWl-N-aralkylamino. lower N-alkyl-N-arylam^o , 
lower aminoalkyl. lower N-alkylaminoalkyi . lower N,N- 
d<alkvlaminoalkyl, lower N-arylaminoaikyl. lower N- 
a^lkvlaminoalkyl. lower N-alkyl-N-aralkylaminoalkyl . 
lower'. N-alkyl-N-arylaniinoalkyl. lower aikpxy, aryloxy, 
10 lower aralkoxy, lower alkylchio, arylthio. lower 

aralkvlthio. 1 aminocarbonyl . lower aminoearbonylalkyl, 
lower" N-alkylaminocarbonyl. N-arylaminocarbonyl . lower 
N.N-dialkvlaminocarbonyl , lower N-alkyl-N- 
arylaminocarbonyl. lower eye loalkyl aminocarbonyl . lower 
15 carboxyalkylaminocarbonyl , lower 
hecerocyclicaminocarbonyl, .lower 

aralkoxycarbonylalkylaminocarbonyl, . lower hydroxyalkyl . 

T ' -IT jf 

o . s o 
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30 



o s o 

. wherein r3 is selected from hydride, lower alkyl. 
halo, cvano, lower hydroxy alkyl , lower alkoxy, lower N- 
alkylamino. lower N,N-dialkylamino. lower alkyl thio. 

lower alkylsulfonyl and lower cycloalkyl; 

wherein R 4 is selecced from lower aralkenyl., aryl, 
lower cycloalkyl. lower cycloalkenyl and five to ten 
numbered heterocyclic ; wherein R 4 is optionally 
substituted ac a subs ci cut abl e position with one or more 
radicals selected from halo, lower alky Ithio, lower 
alkylsulfinyl, lower alkyl, lower alkenyl, lower 
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15- 

alkvlsulfonyl. cyano. carboxyl. lower aikoxycarbony 1 . 
ami'nocarbonyl. lower haloalkvl. hydroxyl. lower alkoxy. 
lower hvdroxyalkyl, lower haloalkoxy. sulfamyl. ammo, 
lower N-alkylamino, lower N. N-dia.lkylamino .. five or s->: 
5 membered heterocyclic, lower cycioalkylalkyl, nitro. 

R : R T $ 

o s o 
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or wherein R 3 and F. 4 cogecher form 

(CK2)» , 



wherein m is 2; 

wherein A is selected from phenyl and five membered 

15 heteroaryl; 

wherein R 5 is lower alky 1; 

wherein R* is one or more radicals selected from 
halo, lower alky 1. lower alkvlsulfonyl. lower haloalkvl. 
lower alkoxy, sulfamyl, amino and nicro; and 
20 wherein R 7 is selected from hydrido. lower alky 1. 

arvl and lower aralkyl; 

or a pharmaceucically-accepcable salt thereof. 

' Within" Rormula I there is a -subclass of 
25 ■ compounds which consists of compounds wherein Rl is 

phenyl substituted at a subscitutable position with one 
"or more radicals selected from halo, lower alkyl, 
sulfamyl and 
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^s-N=c-N ; 
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wherein r2 is selected f rem hydrido . lower alky 1, 
lower haloalkyl.' cyano. carboxyl, lower alkoxycarbonyi . 

* lower carboxyaikyl, lower cyanoalkyl. lower 

alkoxycarbonvlcyanoalkenyl. lower haloaralkyl. lower 

5 carboxyhaloalkyl. lower aikoxycarbonylhaloalkyl. lower 
aminocarbonylhaloalkyl, lower 

• alkvlaminocarbbnylhaloalkyl. lower N-alkylamino. lower 
, N N-dialkvlamino. N-arylamino. lower N-aralkylamino, 

• lower N-alkvl-N-aralkylamino, lower N-alkyl-N-arylaminc. 
10 lower aminoalkyl, lower N-alkylaminoalkyl .. lower N.N - 

dialkylamihoalkyl. lower N-arylaminoalkyl , lower N- 
aralkylaminoalkyl. lower N -alkyl-N-aralkylaminoalkyl. 
' lower N-alkyl-N-arylaminoalkyl, lower alkoxy aryloxy, 
lower aralkoxy, lower alkylthio, aryithio. lower 

15 aralkylthio. aminocarbony 1 . lower aminocarbonylalkyl. 
lower N-alkylaminocarbonyl. N-arylaminocarbonyl, lower 
N N-dialkylaminocarbonyl. lower N-alkyl-N- 
arylaminocarbonyl. lower cycloalkylaminocarbonyl, lower 
carboxyalkylaminocarbonyl, lower 

20 aralkoxycarbonylalkylaminocarbonyl, lower hydroxyalkyl , 

* ? f * 

O S O 



R 7 
I 
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wherein R 3 is selected from hydrido, lower alkyl, 
halo, cvano. lower hydroxyalkyl. lower alkoxy, lower 
alkylchio. lower N-alkylamino. lower N.N-dialkylamino . 
lower alkylsulfonyl and lower cycloalkyl;. 

wherein P. 4 is selected from lower aralkenyl, aryl. 
lower cycloalkyl. lower cycloalkenyl and five to ten 
membered heterocyclic; wherein R 4 is optionally 



• « 
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substituted, at a subscicucable position with one or more 
radicals selected from halo, lower alkylthio. lower 
alkvisulfinyl, lower. alkyl, lower alkenyl, lower 
alkvlsulfonvl. cyano. carboxyl. lower alkoxycarbonyl, 
aminocarbonyl. lower -haloalkyl . hydroxy 1, lower alkoxy, 
lower hvdroxyalkyl. lower haloaikoxy. sulfamyl. lower 
alkvlaminocarbonyl. amino, lower N-alkylamino. lower 
N ,N-dialkylamino.. five or six membered heterocyclic. ; 
lower cycloalkylalkyl, nicro, 

R 7 R 7 R 7 

O S 0 

wherein R 5 is lower alkyl; and , 
wherein R 7 is selected from hydrido, lower alkyl. 

15 aryl and lower aralkyl; 

•-- : :0 r-a pharmaceucically-acceptable salt thereof. 

A. class of compounds of particular interest 
consists of those compounds of Formula I wherein R* is 
20 phenvl, substituted ac a subscicucable position with one 
or more radicals selected from fluoro. chloro. methyl, 
sulf anryl and 



— S-N=C-N 

CH 3 



.25 



wherein R2 is selected from hydrido. methyl, ethyl, 
isopropyl. cerc-bucyl. isobutyl. hexyl. £ luoromethyl. 
dif luoromethyl. tr if luoromethyl. chloromethyl. 
dichloromethyl, trichloromethyl , pencaf luoroethyl. 
30 heotafluoropropyl. dif luorochloromethyl . 

dichlorof luoromethyl . ' dif luoroethyl. dif luoropropyl . 
dichloroethyl. dichloropropyl. 'cyano, carboxyl. 
methoxycarbonyl. echoxycarbonyl, isoprcpoxycarbonyl. 
cerc-butoxvcarbonyl, propoxycarbony 1 , butoxycarbonyl , 
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isobutoxycarbonyl. pencoxycarbonyl . acetyl, prbpionyl , 
butyryl, isobucyryl. valeryl, isovaleryl. pivaloyi. 
hexanoyl, trif luofoacecyl . cyanomechyl , 
echoxycarbonylcyanoechenyl. 1. 1-dif luoro-l-phenylmechyl, 
1,1-difluoro-l-phenylethyl, dif luoroacecyl, - 
methoxycarbonyldif luoromethyl. dif luoroacecamidyl, N.N- 
dimethyldif luoroacecamidyl. N-phenyldif luoroacecamidyl , 
N-ethylamino, N- methyl amino , N,N-dimethylamino, N,N- 
- diethylamino, N- phenyl amino-, N-benzylamino, N- 

phenylethylamino,. N-me thy 1 -N-benzylamino, N-ethyl-N- 
phenylamino/ N-methyl-N-phenylamino, aminomethyl, N- 
methylaminomethyl. N, N- dimethyl aminomethyl, N- 
phenylaminomethyl, N-benzylaminomethyl. N-methyl-N- 
benzylaminomethyl. N-methyl-N-phenylaminomethyl, 
5 methoxy. ethoxy, phenoxy, benzyloxy, methylthio, 

phenylthio. benzylthio. N-me thy lurea. N-me thy 1 thiourea, 
N-mechvlacecamidyl, urea, ureamethyl, thiourea. 
thioureamethyl. acetamidyl . N-phenylthioureamethyl, N- 
benzylthioureamethyl, N-me thy 1 thioureamethyl, N- 
phenylureamethyl. N-benzylur eamethyl , N- 
"methylureamethyl. N-phenylacetamidylmethyi , N- 
benzylacetamidylmethyl. N-me thy lacecamidylmethyl. 
aminocarbonyl, arainocarbonylmethyl, N- 
mechy laminocarbonyl, N -ethyl aminocarbonyl , N- 
25 isopropylaminocarbonyl. N-propylaminocarbonyl. N- 

. buty laminocarbony 1 , N- i sobuty laminocarbonyl , N- cerc- 
bucylarainocarbonyl . N-penty laminocarbonyl, N- 

phe'ny laminocarbonyl. N. N-dime thy laminocarbonyl . N- 

methyl-N-ethy laminocarbonyl, N-(3- 
30 fluorophenyl laminocarbonyl, N-(4- 
methylphenyl laminocarbonyl. N-(3- 
chlorophenyllaminocarbonyl.. N-mechyl-N- (3- 
chlorophenyl laminocarbonyl, N-U- 
methoxyphenyl). aminocarbonyl, N-methyl-N- 
35 phenylaminocarbonyl . cyclopentylaminocarbonyl, 

"cyclohexylaminocarbonyl . carboxymethylaminocarbonyl. 
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behzyloxycarbonylmethyianvinpcarbonyl'. hydroxypropyl. 

hydroxymechyl, and hydroxypropyl ; 

wherein R 3 is. seiecced from hydrido, methyl, echy.. 
isooropyl. cere-butyl, isobucyl. hexyl, fluoro. chloro. 
bromo, cyano. mechoxy. mechylchio. mechylsulfonyl, N- 
mechvlamino, N-echylamino. N.N-dimechylamino . N.N- 
diechylamino. cyclopropyl. cyclopencyl, hydroxypropyl. . 
hycrbxyme thy 1, and hydroxy echyl; and 

wherein R 4 is seiecced from pher.ylechenyl, phenyl, 
napnchyl. biphenyl, cyclohexyl, cyclopencyl. 
cyclohepcyl. 1-cyclohexenyl. 2-cyclohexenyl. 3- 
cyclohexenyl. 4-cyclohexenyi. 1-cyclopencenyl . 4- 
cyclopencenyl. benzofuryl. 2 , 3 -dihydrobenzofuryl . 
1. 2 . 3 . 4-cecrahydronaphchyl . benzochienyl , indenyl , 
15 indanyl. indolyl, dihydro indolyl, chromanyl, benzopyran, 
chiochromanyl , benzochiopyran, benzodioxolyl, 
benzodioxanyl, pyridyi . chienyl . chiazolyl. oxazoiyl. 
fury 1 and pyrazinyl; wherein P. 4 is opcionally 
substituted at a subscicucable. position with one or more 
radicals selected from fluoro. chloro. bromo, 
mechylchio, methylsulf inyl . methyl, ethyl, propyl, 
isopropyl, cerc-butyl, isobucyl. hex/I. echylenyl, 
propenyl. methylsulf onyl . cyano. carboxyl, 
mechoxycarbonyl, echoxycarbonyi.. isopropoxycarbonyl . 
25 " cerc-bucoxycarbonyl. propoxycarbonyl , bucoxycarbonyl. 
isobucoxycarbonyl, pencoxycarbonyl , amino carbonyl, ; 
fluoromethyl. dif luoromechyl. crif luoromechyl, 
"chloromethyl , dichloromethyl , crichloromechyl, 
pencafluoroechyl; hepcaf luoropropyl. 
30 bromodif luoromechyl. dif luorochloromethyl. 

dichlorof luoromechyl. dif luoroethyl . dif luoropropyl. 
dichloroechyl. dichlcropropyl. hydroxyl, methoxy. 
mechylenedioxy. echoxy. proooxy. n-bucoxy. sulfamyl, 
methylaminosulfonyl. hydroxypropyl. hydroxy isopropyl, 
35 hydroxymechyl. hydroxyechyl. crif luoromechoxy , amino, N- 
mechylamino, N-echylamino, N-echyl-N-mechylaminq, N.N- 
dimechylamino. N,N-diechylamino, f ormylamino , 
mechylcarbonylamino. crif luoroacecamino, . piperadinyl. 
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oioerazinyl. morpholino, cyclohexylmethyl, 
'lopropylmethyl, cyclopencylmethyl . nitro, 



cvc 
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wherein R 7 is' selected from hydride, methyl, ethyl.: 

Dhenvl and benzyl; , . . 

'or a pharmaceutically-acceptable salt thereof . 

0 Within Formula I there is a second subclass of 

comoounds of high interest wherein is phenyl ' ^ 
■ substituted at a substitutable position with sulramy,; 
wherein R 2 is selected from lower haloalkyl, cyano, 
carboxyl, lower alkoxycarbonyl , lower carboxyalkyl. 

L5 aminocarbonyl. lower N-alkylaminocarbonyl, N- 

arylaminocarbonyl, lower N.N-dialkylaminocarbonyl. lower 
N-alkvl-N-arylaminocarbonyl. lower 

cycloalkylaminocarbonyl and lower hydroxy alkyl ; wherein 
r3 and R 4 together form, 
20 (CH 2 ) B , 

^ V ^ 

wherein m is 2; wherein & is selected from phenyl and 
"five membered heteroaryl; and wherein R 6 is one or more 
25 radicals "selected -from halo, lower alkyl, lower 

alkvlsulfonyl, lower haloalkyl. lower alkoxy. ammo and 
nitro; or a pharmaceutically-acceptable salt thereof . 

A class of compounds of particular interest 
consists of those compounds of Formula I wherein R is 
soi^cted from f luoromethyl, dif luoromethyl, 
c-ifluoromethyl/ chloromethy 1 , dichlorcmethyl, 
c-ichloromethyi. pentafluorp ethyl, heptaf luoropropy,. 
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dif luorochloromechyl. dichlorof luoromethyl, dif luoroethyl, 
dif luoropropyl. dichloroethyi. dichloropropyl. cyano. 
carboxyl. methoxycarbonyi . echoxycarbonyl , 
isooropoxvcarbonyl, csrc-butoxycarbonyl, propoxycarbonyl. 
5 but'oxvcarbonyl. isobutoxycarbonyl, pencoxycarbonyl , acetyl; 
oropionyl. bucyryl. isobutyryl. valeryl, isovaleryl, 
pivaloyi, hexanoyl. trif luoroacecyl . aminocarbonyl, N- 
• mechylaminocarbonyl, N-echylaminocarbonyl, N- 

isopropylaminocarbonyi , N-propylaminocarbonyl . N- 
10 bucylaminocarbonyl N-isobutyiaminocarbonyl. N-cerc- 
bucvlaminocarbonyl , N-pencylaminocarbonyl . N- - 
phenylaminocarbonyl. N.N-dimethylaminocarbonyl, N-mechyl-N- 
ethylaminocarbonyi. N- (3 -f luorophenyl) aminocarbonyl, N-(4- 
mechylphenyl) aminocarbonyl, N-(3- 
15 chlorophenyl) aminocarbonyl, N-(4- 

methoxyphenyl) aminocarbonyl, N-methyl-N- 
ohenylaminocarbonyl, cyclohexylaminocarbonyl, 
"hydroxypropyl. hydroxymethyl and hydroxy ethyl; wherein^A is 
selected from phenyl, furyl and chienyl; and wherein R° is 
20 one or more radicals selected from fluoro, chloro. bromo, 
methylsulfonyl, methyl, ethyl, isopropyl. cerc-butyl. 
isobutyl, f luoromethyl, dif luoromethyl, trif luoromethyl . 
chloromethvl. dichloromethyl, crichloromethyl, 
pentaf luoroethyl . hepcaf luoropropyl . dif luorochloromethyl . 
25 dichlorof luoromethyl. dif luoroethyl, dif luoropropyl. 

dichloroethyl. dichloropropyl, methoxy. methylenedioxy . 
ethoxy, propoxy. n-butoxy. amino, and nitro; or a 
pharmaceutically-acceptable salt thereof. 

30 ' Within Formula I there is a third subclass of 

compounds, of high interest wherein R 1 - is selected from 
ohenyl, naohthyl. biphenyl. and five- or six-membered 
heteroaryl. wherein R- is substituted at a substitutable 
position with one or more radicals selected from halo. 

3 5 lower alkyl, lower alkoxy. hydroxy 1 and lower haloalkyl; 

wherein R2 is selected from lower haloalkyl; wherein F? is 
hydride; and wherein ?. 4 is aryl substituted at a 



t • 



substicutable position with sulfamyi; or a 
pharmaceucically-accepcabie sale thereon. 



A class 



of compounds of particular inter esc 



consists of chose compounds of Formula I wherein R- is 
lected from Phenyl, naphthyl. benzofuryl. benzoth.envl. 
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indolvi. benaodioxolyl.. banzodioxanyl. pyrroyl. chzenyx. 
chiazolvl. oxazolyl. furyl and' pyrazinyl, wherarn. * is 
sJbscic'ucad ac a subscicucabla position wich ona or more 
radicals, saleccad from.fluoro. ohloro. brbao. fluoromacny 1 . 
difluororaschyl. crifluoromachyl. chloromachyl. 
dichlorbmschyl. crichloromacnyl. psncafluoroacnyl. 
hancailuoropropyl. dif luoro chloromachyl. dichloropropy 1 . 
di'chlorofluoromachyl. dif luoroechyl. diiluoropropyl. 
dichloroachyl. machyl, echyl, propyl, hyaroxyV -*"^ 
achoxy, Propoxy and n-bucoxy; wharain z. selaccaa zrom 
nuoromachyl. difluoromachyl. crifluoromachyl. 
chloromachyl. dichloromachyl. crichloromechyl. 
oencaf luoroachyl. hepcaf luoropropyl. difluorochloromachyl. 
dif luoroachyl, dichlorofluoromachyl. dif luoropropyl . _^ 
dichloroechyl and diohloropropy 1 , "harain B? za hyarzao; 
znd wharain M is phanyl subscicuced aC a zuosczcucable 
posicion wich sulfamyl: or a pharmacaucically-aooapcabla 
salt thereof. 

Within Formula I there is a subclass of compounds 
of high interest represented by Formula II: 



K^S^f J. (XI-) 
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wherein R* is selected from hydrido . alkyl , haloallcyi. 
aikoxycarbonyl. cyano, cyanoalkyl, carboxyl, aminocarbonyl , 
alkvlaminocarbonyl, cycloalkylaminocaroonyl, .. 
ary'laminocarbonyl. carboxyalkylaminocarbonyl, carboxyalkyl , 
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aralkoxycarbpnylalkylaminocarbonyl. aminocarbonyialkyl . 
alkoxvcarbonylcyanoalkenyl and hydroxyalkyl; 

wherein R 3 is selected from hydrido. alkyl. cyar.c. 
hvdroxyalkyl, cycloalkyl. alkylsulfonyl and halo; ana 
•5 wherein is selected from araikenyl. aryl. ; 

- cvcloalkvl.cyoloalkenyl and hecerocyclic; wherein p.- is 
■ ootionally substituted at. a subscitutabie position wren 

one or more radicals ' selected from halo, alkylthro, • 
., alkvlsulfonvl. cyano. nitro, haloalkyl, alkyl. hyaroxyi. 
10 • alkenvl. hydroxyalkyl, carboxyl. cycloalkyl, alkylammo, 
dialkylamino, alkoxycarbonyl , amino car bo ny 1 . alkoxy. 
haloalkoxv,, sulfamyi. heterocyclic and amino ; 

provided ?2 and R 3 . are not both hydrido; further 
orovided that F.2 is not carboxyl or methyl when R 3 is 
15 hvdrido and when R* is phenyl; further provided chat R is 
not triazolyl when r2 is methyl; further provided that P. 
^s not araikenyl when r2 is carboxyl. aminocarbonyl or 
ethoxycarbonyl; further provided that K« is not phenyl when 
r2 is methyl and P. 3 .is -carboxyl; and further provided chat 
20 R4 is not unsubstituted thienyl when r2 is trif luoromethyi; 
or a pharmaceutically-acceptable salt thereof. 

A class of compounds of particular interest 
consists of those compounds of Formula II wherein P-2 is 
25 selected from hydrido. lower alkyl. lower haloalkyl, lower 
alkoxycarbonyl. cyano. lower cyanoalkyl. carboxyl. 
aminocarbonyl. lower alky laminocarbonyi . lower 
- cycloalkylaminocarbonyl, aryl aminocarbonyl , lower 

carboxyalky laminocarbonyi, lower 
30 aralkoxycarbonylalkylaminocarbonyl, lower 

aminocarbonyialkyl, lower carboxyalkyl , lower 
alkoxycarbonylcyanoalkenyl and lower hydroxyalkyl; 

wherein R 3 is selected from hydrido,^ lower alkyl, 

cyano. lower hydroxyalkyl. lower cycloalkyl. lower. 
35 alkylsulfonyl and halo; and 

* wherein R 4 is selected from araikenyl. aryl, 
... cycloalkyl. cycloalkenyl and heterocyclic; wherein R* is 
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optionally substituted »c a substitutable po.ic«n 
on- or more radicals selected fro*, halo, lower alkylch.o. 
lo~wer al^lsulfonyl. cyano. nitro. lower haloal^. lower 
alkvl. hvdroxyl. lower alkenyl. lower hydroxyalkyl. 
carW. lower cycloalKyl. lower al.tyias.ino 
dialWlasdno. lower elkoxycarbonyl. aminocaroony 1 . low=. 
1*0*. lower haloalKoKy. sulfa^l. five or S!X ttemoerec 
heterocyclic and amino; or a,pharmaoeut 1 =ally-aecep.a 0 le 
sale thereof . 

P family of specific compounds of particular 
inc-rest within Formula I consists bf compounds and 
pharmaceucically-accepcable sales thereof as follows: 

4-(5- (4- (N-echyiamino) phenyl) -3- (crif luoromechyl) -1K- 

. pyrazoi-l-yll benzenesulf onamide; 
4-(5-(4-(N-echyl-N-mechylamino)phen2rl)-3- 
( crif luoromechyl) - lH-pyrazol-l- 

yl] benzenesulfonami.de ; - 
20 4-[5-(3-fluoro-4-(N-mechylamino)phenyl)-3- 

(crif luoromechyl) -lK-pyrazol-1- 
yl] benzenesulf onamide; 
4 - [ 5 - ( 3 - chloro - 4 - ( N-me thy lamino ) phenyl ) - 3 - 
(crif luoromechyl) -IH-pyrazol-l- 

25 yllbenzenesulfonamide; 

4 - [ 5 3 -mechy 1 - 4 - (H-mechy lamino ) pheny 1 ) - 3 - 

(crif luoromechyl) -iK-pyrazol-1- 
- . y i] benzenesulf onamide; 

' - .4- (5- ( 4 --(N;N-dimechy lamino). 0^1uorpphenylJr3- 
30 ( C rif luoromechyl) -IK-pyrazol-l- 

vll benzenesulf onamide ; 
4- [5-"(3-chloro-4 - (N. U-dimechy lamino) phenyl) -3-. 
(crif luoromechyl ) -IK-pyrazol^l- 

yl] benzenesulf onamide ; 
35 4 -(5-(4-(N.N-dimechyiamino)-3-mechylphenyl)-3- 

(crif luoromechyl) -lK-pyrazol-1- 
yl] benzenesulf onamide; 
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4-15- (4- (M-echyi-M-mechylamino) -3-f iuorophenyl! 

(crif luoromechyl) -lK-pyrazol-l- 

yl]. ; behzenesulf onamide; 
4-(5-(3-chloro-4-(N-e.chyl-N-tBechylamino) phenyl) -2- 

5 ( crif luoromechyl) -lK-pyrazol-1- - 

yl] benzenesulf onamide ; 
4-(.5- ( 4-(N-echyl-K-mechylamino)-3-mechyl?henyl)-S- 

(crif luoromechyl) -IK-p'yrazol-l- . ... 

yl] benzenesulf onamide; 
10 4-[5-"(4-(N,N-diechylamino)-3-fluorophenyl)-3- y 

( cr if luoromechyl ) -IK-pyrazol-l- 

yl] benzenesulf onamide; 
4-t5-*(4-(3-chloro-4-(N.N-diechylamino)phenyl)-3- 

• " (crif luoromechyl) -IK-pyrazol-l- 

2.5 yl] benzenesulf onamide ; 

4^[5-(4-(N,N-diechylamino)-3-mechylphenyl)-3- 

( crif luoromechyl) -lK-pyrazol-1- 
vl] benzenesulf onamide; 
N- [4-11-14- (aminosulf onyl) phenyl] -3 - (crif luoromechyl) - 
20 iH-pvrazol-5-yl]-3-fluorophenyl]-N- mechylacecamxae; 

N- [ 4 - [ 1 - 1 4 - ( aminosul f ony 1 ) phenyl ] - 3 - ( crif luoromechyl ) - 

lK-pvrazol-5-vl] -3-chlorophenyil -N- mechylacecanuae; 
N-[4-[l-t4-(aminosulfonyl)phenyl]-3-(crifluoromechyl)- 

iH-oyrazol-5-yl]-3-mechylphenyl]-K- mechylacecamice; 
os N -(4-[l-[4-(amino S ulfonyi)phenyl]-3-(crifluoromechyl)- 

lH-pyrazol-5-yl] -3-f Iuorophenyl] -N-mechylurea; 
N -t4-[l-t4-(aminosulfonyi;phenyl]-3-(crifluoromechyl)- 

lK-oyrazol-5-yll - 3 -chlorophenyl] -N-mechylurea ; 
N- 1 4 - [1- J4 - (aminosulf ony 1 ) phenyl] -3 - (crif luoromechyl) - 
30 iH-oyrazol-5-yll-3-mechylphenyl]-N-mechylurea; 

N-[4-[l-H-(aminosuifonyl)phenyl]-3- (crif luoromechyl) - 

lH-pyrazol-5-yl] -3-f iuorophenyl] -N- mechylchiourea; 
N -t4-[l-[4-(aminosulfonyl)phenyll-3-(criflupromechyl)- 

lK-pyrazoi-5-yll -3 -chlorophenyl] -N- mechylchiourea; 
K-[^-[l-l4-(aminosulfonyl)phenyll-3^(crifluoromechyl)-, 
lK-pvrazol-5-yll-3-mechylphenyl]-N- mechylchiourea; 
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4- [5- (3- (N.N-dimechyiamino) phenyl) -3- 
• ( crif luoromechyl) -lK-pyrazol-1- 

y 1 1 benzenesulf onamide ; 
4- [5- (3- (N-echyl-N-mechylaroino) phenyl) -3- 
(crif luoromechyl) -lH-pyrazol-1- 
yl] benzenesulf onamide; 
4 - ( 5 - (4 - chloro- 3 - ( N-mechylamino ) phenyl ) - 3 - 
(crif luoromechyl) -lH-pyrazol-1- 
yl] benzenesulf onamide ; 
4-[5 - (4-mechy 1-3- (N-meChylamino) phenyl) -3- 

(crif luoromechyl) -lH-pyrazol^l- 
vl] benzenesulf onamide ; 
N- [ 3 - [ 1 - [ 4 - ( amino sul f ony 1 ) phenyl ] - 3 - 

( cr i f luoromechyl ) - IH-pyrazol- 5 -y 1 1 phenyl ] -N- 

mechylacecamide ; 
N- 1 3 - 1 1 - [ 4 - ( aminosul f ony 1 ) phenyl ] - 3 - ( 

crif luoromechyl) -lH-pyrazol-5-yl] -4- 

f luoropheny 1 ] -N-mechylacecamide ; 

N-[3-[l-t4- ( aminosulfonyl) phenyl] -3 - 

(crif luoromechyl) -lH-pyrazol-5-yl] -4- 

mechylphenyl]-N-methylurea; 

N- [3 - [1-14- (aminosulfonyl) phenyl] -3- 

( crif luoromechyl) -lK-pyrazol-5-yl] -4- 

f luorophenyl] -N-mechylchiourea; 
4- (5- (2- (N-echyl-N-mechylamino) -4-mechylphenyl) -3- 
(crif luoromechyl) -lK-pyrazol-1- 
yl] benzenesulf onamide ;, 
•• N-[2-[l-(4- (aminosulfonyl) phenyl] -3- 

( crif luoromechyl) -iK-pyrazol-5-yl] -4- 
mechylphenyl] -N-mechylurea; 
N-[2-tl-[4r (aminosulfonyl) phenyl] -3 - 

(crif luoromechyl) -lH-pyrazol-5-yl] -4- 

f luorophenyl ] -N-mechy lchiourea ; 



5 



4-C5- (lK-indol-5-yl) .3- (crif luoromechyl) -lK-pyrazol 

1-yl] benzenesulf onamide; 
4- [ 5 - (7-fluoro-lK-indol-5-yl) -3- (crif luoromechyl) -1 

pyrazol - 1 -y 1 1 benzenesulf onamide ; 
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■4M5-tl-«clvl-lH-i«tol-5^ 

pyr azol- 1 -y H behzenesul f onamide ; 
4-(5- (7-mechyl-lK-indoI-5-yl) -3- (crif luoromechyl) -1K-. 

pyrazol'-l-yl] benzenesulf onamide; 
4-[5-(7-chloro-l-mechyl-lH-indol-5-yl)-3- 
(crif luoromechyl) -lK-pyr azo 1-1- 
vl] benzenesulf onamide; 
• 4-(5M2v 3-4ihydro-lK-indol-5^1) -3 -.(crif luoromechyl) - 
i K- Dvr a zo 1 - l-yl ] benz ene sul f onamide ; 
4,[5-(7-f"luoro-l-mechyl-2,3-dihydro-lK-indol-5-yl)-3- 

( crif luoromechyl )-lK-pyrazoi-l- ■ , ■ ) 
yl] benzenesulf onanuaei ? 



4-(3-aminomechyl-5-phenyi-lH-pyrazoi-l- 

15 yi] benzenesulf onamide ; 

4-[3-(N-mechylamino)mechyl-5-phenyl-lK-pyrazol-l- 

vl ] benzenesulf onamide ; 
4- ( 3 -~(N. N-dimechylamino ) mechyl-S -phenyl-lH-pyrazol-1- 

yl ] benzenesulf onamide; 
4 - [ 5 -phenyl - 3 - < N-pheny lamino ) mechy 1 - lK-pyrazol - 1 - 

yl] benzenesulf onamide ; 
4-[3-(N-benzylamino)mechyl-5-phenyl-lH-pyrazol-l- 

yl] benzenesulf onamide ; 
4- [3- (N-benzy 1-N-mechy lamino) mechyl-5 -phenyl- 1H- 

25 pyrazol-l-yl] benzenesulf onamide;- 

4-[3-*(N-mechyl-N-phenylamino)mechyl-5-phenyl-lH- 

pyrazol-1 -vl ] benzenesulf onamide ; 
^-[ti-[4-(aminosulfonyl)phenyl3-5-phenyl-lK-pyrazol- 

3 -vl] mechyl ] acecamide ; 
N- [ [1- [4- (aminosulf onyDphenyl] - 5 -phenyl -lK-pyr azol • 

3-yl]mechyll -N-mechylacecamide; 
N , [[1 -[4-(aminosulfonyl)phenyl]-5-phenyl-lK-pyrazol 

3-vl]mechvl]-N-phenylacecamide; 
N .[ tl - [4- (aminosulfonyl)phenyi] -5 -phenyl -IK-pyrazol 

35 3-yl 1 mechyl 1 -N-benzy lacecamide; 

N- [[ 1 - C 4 -( amindsul fony 1 ) Phenyl ]- 5 -phenyl - lK-pyr azo 1 

3 -yl] mechyl] urea; 
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„.- ( U - ^-(arainosulfonyi) phenyl] -5 -phenyl -IH-pyrazol 

3-yl]methyl]-N-methylurea; . 

N . [ t i- l4 - (arainosulfonyi) phenyl] -5 -phenyl -lK-pyrazo. 

3-vllmechyll-N-phenylurea; • 
N -.. C (1 - (aminosulf onyDphenyll -5-phenyl-lK-pyrazo_- 

3 -vl ] methyl 1 -N-benzylurea ; 
jj_ t ( !_ [ 4 - ( arainosulfonyi) phenyl] -5-phenyl-lK-pyrazo-- 

3 -vllmethvll thiourea;. . : 

N - { ( 1- [4 - < aminosulfonyl) phenyl] -S-phenyl-lK-pyrazo-- 

3 -vl] methyl] -N-methyl thiourea; 
N . t ( !- [4 - ( arainosulfonyi) phenyl] -5 -phenyl- lK-pyrazol- 
3-vl]raethvl] -N-phenyl thiourea; 
• N _ ([1 - [4- (arainosulfonyi) phenyl] - 5 -phenyl -IK-pyrazo- - 
3 -yl] methyl] -N-benzy.l thiourea; 

4 - t4 -methoxy-5-phenyl-3- (trif luoromechyl) -IH-pyrazol- 

i -yi] benzenesulf onamide; 
4- t4-methylthio-5-phenyl-3- (trif luoromechyl) -1K- 

cyr azo 1 - 1 -y 1 ] benzenesul f onamide.; _ i tr 

4- ( 4-"(N-methylamino)-5-phenyl-3-(crifluoromethyl)-lh 

pyr azo 1 - 1 -y 1 ] benz ene sul f onamide ; 
4- [4- (N,N-dimethylamino) -5-phenyl-3- 
(trif luoromethyl) -lH-pyrazol-l- 
vl] benzenesulf onamide; 



25 



4 - [ 3 -me thoxy - 5 -pheny 1 - lK-py razoi - 1 - 

yl] benzenesulf onamide; 
- 4- [ 3 -ethoxy-5 -phenyl- IK-pyrazol-l- 
yl] penzenesul'f onamide ; 
30 4-[3-phenoxy-5-phenyl-lK-pyrazol-l- 
yl] benzenesulf onamide ; 
4-[3-benzyloxy-5-phenyl-lK-pyrazol-l- 

yl] benzenesulf onamide ; 
4-[3-methylthio-5-phenyl-lH-pyrazol-l- 

35 vl] benzenesulf onamide ; 

4-[3-benzylthio-5-phenyl-lK-pyrazol-l- 

yl ] benzenesulf onamide ; 



t 
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.4- [3 - (N-mechylamino) -5-phenyl-lK-pyrazpl-l- 
yl] benzenesulf onamide; ' ■ 

4-[3- (N,N-dimechylamino) -S-phenyl-lK-pyraspl-I- 
r yl] benzenesulf onamide ; 
5 4- [3- W-benzyl-N-mechylamino ) -5-phenyl-lE-pyrazol-.I- 
vl] benzenesulf onamide ; 
N-[l-"(4- (a m inosulfonyl)phenyn.-5-phenyl-lK-pyrazci-2- 

yl] acecamide; 
10 yl] -N-mechylacecamide ;. 

■ N .(i/t4Maminosulfonyl)phenyl]r5-phenyl-lK-pyrazolO^ 

, yl] -N-benzylacecamide; 
N-[l- [4- (aminosulfonyl) phenyl] -5-phenyi-lK-pyrazoi-3-. 

vl]urea; 

15 N-[l-"[4Maitdnosulfonyl)phenyll-5-phenyl-lK-pyrazoi-3- 

vl] -N-msthylurea; 
N-[l-"t4-(amino S ulfonyl)phenyl]-5-phenyl-lK-pyrazol-3- 

vl] -N-benzylurea; 
N-ll-UMandnosulfonyllphenyll-S-phenyl-lK-pyrazol-S- 

20 , yl] chiourea; 

N-[l-(4-(aminosulfonyl)phenyl]-5-phenyl-lH-pyrazol-3- 

yl] _N-mechylchiourea; 
N- [1-1 4- (aminosulfonyl) phenyl] -S-phenyl-lK-pyrazol-3 - 
yl] -N-benzyl thiourea; 

' 25. 

'. 4-[5-phenyl-3-U ( l-difl.uoro-l-phenylmechyl)-;lK- 

pyrazol-l-yl] benzenesulf onamide; 
-4- t5-phenyl-3- (1 , 1-dif luoro-2-phenylechyl) -1K- 

py^azol-i-yllbenzenesulfonamide; . 
30 l-[4-(aminosulfonyl)phenyl]-5-phenyl-lK-pyrazole-3- 

dif luoroacecic acid; 
methyl 1- [4- (aminosulfonyl) phenyl] -5-phenyl-lK- 

pyrazole-3 -dif luoroacecace ; 
1 7 [4-"(aminosulfonyD phenyl] -5-phenyi-lK-pyrazole-3 - 

- 35 dif luoroacscamide; . 

, N,N-dimechyl-l-C4-(aminosulfonyl)phenyl]-5-phenyl-lK- 

pyrazoie-3-dif luorbacecamide; - .■ . 



r -phenyl-l-t4-(aminosuLfonyl) phenyl] - 5 -phenyl - 1K- 

pyrazole-3-difluoroacecamide; 
,. [4 -laiainosulfonyl)phenyl]-5-phe : nyl-lK-pyrazole-3- 

acetic acid; 

!_ t4 - (anvinosulfonvl) phenyl] -4-chloro^5-phenyl-lH- 

pyrazole-3-difluoroacecic. acid; 
i-[4-"(amino S ulfonyl)phenyl]-4-bronvo-5-phenyl-lH- 

pvrazole-3-difluoroacecic acid; 
I-t4-*(aminosulfonyl)phenyl]-4-chloro-5-(4- 

chloroohenyl) -lK-pyrazole-3 -acecic acia; 
1- [4- (aminosulfonyl) phenyl] -4-broiao-5-phenyl-lE- 

oyrazole-3 -acecic acid; ■ y 

(R)-2"-[l-[4-(aminosulfonyl)phenyl]-5-phenyl-lK- 

pyrazol-3-yl] propanoic acid; 
( S}-2-[l-t4-(aminbsulfonyl)phenyl]-5-phenyl-lHr 

pyrazol -3 -yll propanoic acid; 
(R)-2-[l-[4-(aminosulfonyl)phenyl]-4-chloro-5-phenyl- 

lK-pvrazol-3-y.l] propanoic acid; 
(S) -2- [1-U- (aminosulfonyl) Phenyl] -4-chloro-5-phenyl- 

lH-pyrazol-3-yl] propanoic acid; 
(R) - 2 - tl- [4- (aminosulfonyl) phenyl] -4 -bromo- 5 -phenyl - 

lH-pyrazol-3-yl] propanoic acid; 
(S) -2- tl- 14- (aminosulf onyDphenyl] - 4 -bromo -5 -phenyl - 

lF-pvrazol-3-yi] propanoic acid; 
2- [ 1- 1 4 -"(aminosulfonyl ) phenyl ] -5-pheny l-lK-pyrazol-3 - 

yl] -2-methvloropanoic acid; 
2- [i - 1 4- (aminosulf onyl ) phenyl] -4 -chloro- 5-pheny 1-1B- 

pyrazol-3-yl]-l-mechylpropanoic acid; 
2- [1- [4-. (aminosulfonyl ) phenyl] -4 -bromo-5-phehy 1-lE- 

pyrazol-3-yl] -2-mechylpropanoic acid; 

2- f luoro-4- [5-phenyl-3- (crif luoromechyl) -IK-pyrazol- 

- 1-vl ] benzenesul f onamide ; 

3- filuoto-4-[5-s*^ 

; 1-yllbenzenesulfonaniide; 

2-mechyl-4- [5-phenyl-3 - (crif luoromechyl) -IK-pyrazol- 

1-yl] benzenesul f onamide ; 



.mechyl-4-t5-phsnyl-3Mcrifiuorcmechyl)-L:-:-pv'ra30,- 
1 -vl ] benz enesul f onamide ; 



schyi l-[4- (aminosulfonyl)phenyl] -5- (4-chlorophenyl) - 
lK-ovrazole-3 -carboxylace; 

ethyl 1-C4- (aminosuifonyDphenyiJ -5- (4-mechyiphenyi; - 
"■, in-pyrazole-3 -carboxylace; 

isopropyl i-(4-(arainosulfonyl)phenyll-5-(4- 

chloroohenyl ) -lK-pyrazole-3 -carboxylace ; 

mechy 1 - 1 - 1 4 - ( aminosul f onyl ) phenyl ] - 5 - ( 4 - aminophenyl 5 - IK 
cyrazoie-3 -carboxylace; . » 

1- [4-"(aminosulfonyl) phenyl] -5- (4-chlorophenyi) -lH- 
pyrazole-3 -carboxylic acid; 

cere ^bucy 1-1- [4- (aminosulf onyl) phenyl] -5- (4- 
chloroohenyl) -lH-pyrazole-3 -carboxylace; 

propyl-1- [4- (aminosulf onyl)phenyl] -5- (4-chlorophenyll -1 

oyrazole- 3 -carboxylace; 
bucyl-1- [4- (aminosulf onyl) phenyl] -5- (4-chlorophenyl) -IE 

pyrazole- 3 -carboxylace ; 
isobucyl-1- [4- (aminosulf onyl )phenyl] -5- (4-chlorophenyl) 

i n-pyrazole- 3 -carboxylase ; 
pencyl-l-U- (aminosulf onyDphenyl] -5- (4-chlofophenyl) -1 

ovrazole- 3 -carboxylace; 
ttiechyi-1- [ 4- (aminosulf onyl ) phenyl] -5- (4-chlorophenyi) -1 

Dyrazole-3 -carboxylace ; 
mechyi-1- [4- (aminosulf onyDphenyl] -3- ( 4-mechylphenyl) - 

oyrazole- 3 -carbon-lace ; 
mechyi-1- [4- (aminosulf onyl ) phenyl ] - 5 - ( 4 -mechoxypheny 1 ) 

lH-Dvrazole-3 -carbo:<ylace; 
mechyl-l-"t4- (aminosulf onyl) phenyl] -5- (4-bromophenyl) -1 

pyrazole- 3 -carboxylace ; 
mechyl-i- [4-.(aminosuifonyli phenyl] -5- (4-nicrophenyD -] 

oyrazole- 3 -carboxylace, • 
mechy"l-l- [4- (aminosulf onyl) phenyl] -5- (4-f luorophenyl) • 

pyrazole-3 -carboxylace; 
mechy 1 -1 - C 4 - ( aminosul f ony 1 ) cheny 1 ] - 3 - ( 3 . 5 -dichloro -4 - 

me choxypheny 1 ) - 1 K-py r azo 1 e - 3 - carboxy lac e ; 
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m-chvi -i- [ 4- (aminosulf onyl 1 phenyl] -5- (3 . 5-dif luoro-4- 
" "mechoxyphenyl)-lH-pyrazole-3-carboxylace; 

N - [ 4-mechvl D henyl]-l-[4-(arr l inosulfonyI)phenyU-5-(4- 
5 f iuoroohenyl)-lH-pyrazole-3-carboxataice; .- 

N . t 3-chloro;henyl]-l-t4-(aminosulfonvl)phenyll-=-(- 
£ luorophenyl) -iH-pyrazole-3-carboxamide; 
' M - [3-fluoroohenyll -1- [4 - (aminosulf onyl) phenyl] -5- (4- 
fluoroohenyl)-lK-pyrazole-3-carfaoxanaae; 
LO N-[3-fluoro 0 henyl]-l-[4-(aminosul=onyl)phenyl]-5-t4- 
• ' chloroohenyl)-lK-pyrazole-3-carboxamiae; 
. ohenyimechyl N- t [ 1- [4- (aminosulfonyl) phenyl] |-,- < ^ 
. * chloroohenyl) -lK-pyrazol-3-yl] ca«onyl]glycinace, 
1- (4- (aminosulfonyl) phenyl] -5- ( 4 -hromopheny 1 ) 

15 pyrazole-3-carboxamide; 

l- l 4-(aminosul£onyl)phenyl]-5-(4-chlorophenyl)-lK- 

Dyrazole-3-carboxamide; . 
N-phenyl-l-[4Ma m inosul£onyl)phenyl]-5M4-fluorophenyi)- 

. iH-ovrazole-3-carboxamide; . 
N -(4- m echoxyphenyl) -1- t4- (aminosulfonyl)phenyl] -5-C4- 

f luoroohenyl ) -IH-pyrazole-3 -carboxanade ; 
N -(4-mechylphenyi)-l-[4-(amin6sul£onyl)phenvl]-5-(4- 

chloroohenyl ) - lK-pyrazole-3 -carboxamiae ; 

N,N-dimechyl-l-t4-(air.ino S ulfonyl)phenyl]- 3 -(4- 

, . ,oi e-- j -carooxamiae ; 

chloroohenyl i -i.-.-Pi-ezoie j . . , » 

H-^chyl-l-U- 1— «1W »*"*" -5-U-chlorop he nyl. 

lH-pyraxo le - 3 - carbd>:arr.ide ; 
• K - m echy\-N-echyl-l- l 4-(anvinosul£onyl)phenyl]-5.(4- 

chlorooheny 1 i -lK-pyrazole-3 -carboxamide ; 
30 N-phenyl-l-U- (aminosulf onyl ) phenyl] -5- (4-chioroohenyx) 
lK-pvrazole-3-carboxamide; 
N-mechvl-N-phenyl-1- [4 - (aminosulfonyl) phenyl] -5- (4- 

chlorooheny 1 J -IH-pyrazole-3 -carboxamide , 
N -echyl-l- [4- (aminosulf onyl) Phenyl] -5- (4-chlorophenyx) 
35 iH-ovrazoie-j-carboxamide; • 

N-i soorooVl-i - 14- ; aminosulf onyl) phenyl] -5- (4- 
chlorophenyi:-iH-pyrazole-3-carboxamide; 
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H-oropyl-l- [4- (aminosulfonyl)phenyl] -5- (4-chlorophenyl > -;, 
lH-t*rcazole-3 -carboxamide; 

N -butyi-I-[4-(aminosulfon^^^ 

lK-pyrazoie-3 -carboxamide; 
N-isobucyl-l- 1 4 - (aminosulf onyl) phenyl] -5- (4- 
chloroohenyl)-iK-pyrazole^3 -carboxamide; 

N-cerc-bucvl-1- [4- (aminosulfonyl) phenyl] -5- (4- 

chioroDhenvl)-i:-:-pyra2ole-3-carboxamide; 
N - P encyl-l-"[4-(amino S ulfonyl)phenyl]-5-(4-chiorophenyl)- 

lH-T3yra2ole-3-carboxamide; 
N-cvclohexyl-l-t4-(aminosulfonyl)phenyl]-5-(4- 

f luorophenyl) -lK-pyrazole-3-carboxanaae; 
N-cvclooencyl-I- F4- (aminosulf onyl) phenyl] -5- 14- 

chlorophenyl) -iH-pyrazole-3 -carboxamide; 
4- [5- (4-chlorophenyl) -3 - ( pyrrol idinocarboxamide) -lh- 

pyrazol-l-yllbenzenesulfonamide; 
4- [5- (4-chlorophenyl) -3 - (piperidinocarboxamide) -1K- 

pyrazol-l-yl]benzenesulfonamide; 
N- (3-chlorophenyl) -1- [4- (aminosulf onyl) phenyl] -5- (4- 

chlorophenyl) -iK-pyrazole-3-carboxamide; 
N- (2 -pyridvl) -1- 14- (aminosulf onyl) Phenyl] -5- (4- 

• chlorophenyl)-lK-pyrazole-3-carboxamide; 
N-mechyl-N- (3-chloro=henyl) -1- [4- (aminosulf onyl) phenyl] - 

5- (4-chloroohenyl) -IH-pyrazole-3 -carboxamide; 
l-[4- (aminosulf onyl) phenyl] -5- (4-nicrophenyl) -1K- 

pyrazole- 3 -carboxamide; 
l-[4- (aminosulfonyliphenyil -5- ( 4 -t luorophenyl) -1H- 

pyrazole- 3 -carboxamide; 

l.[4-(aminosulfonyl)phenyl]-5-phenyl-lK-pyrazole-3- 

30 carboxamide; 

!- [4-. (aminosulf onyDphenyll -5- (3-chloro-4-mechoxyphenyl) 

lH-pyrazole-3 -carboxamide; 
1- 14 - (aminosulf onyl) phenyl] -5- (4-methylthiophenyl) -IK- 
pyrazole- 3 -carboxamide; 
35 i-U-(aminosulfonyl)phenyl]-5-(4-me t hoxypheny^ 

pvrazole- 3 -carboxamide ; 
1- [ 4 - (aminosulf onyl ) phenyl] -5- ( 4-mechylphenyl) -IK- 
pyrazole-3 -carboxamide; ... 
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methyl V - ,^o»IS<»yl»^» -S- 
lK-Dvrazole-3-carboxamide; v 

ovrazol-3-yll carbonyl] glycine; .. 
l-[4-(aminosulfonylVpnenyll-5-U Drcmo 

iK-pvrazoie-3-carboxamide; 
1 - ( 4-(amInosuIfonyl)phenyl]-5H3.5-dichIoro-4- 

rnechoxyphenvli -lH-pvrazole-3-carboxaraiae; 

4. [ 5 M 4 -bromophenyl ) -3 -cyano-lK-pyrazol-1- 

vi] benzenesulf onamide; 
4 - ( 3 - cyano - 5 M 4 - f luoropheny 1 ) - IK-py r azol - 1 - 

vllbenzenesulfonamide; 
4. [5 -"(4-chlorophenyl) -3-cyano-lK-pyrazol-l- 

15 y i] benzenesulf onamide; 

4- [3 -cyano-5- (4-mechoxyphenyl) -IH-pyrazol-l- 
vl] benzenesulf onamide; 

4- [3-^^ 

vllbenzenesulfonamide; 
20 4-t3^cyano-5^4-mechylchiophenyl)-lH-pyra 2 ol-l- 

vllbenzenesulfonamide; 
4. [5 /(3-chloro-4-mechpxyphehyl)-3-cyano-lE.pyrazo.-l 

vllbenzenesulfonamide; 
4. [5 -"i3.5-dichloro-4-mecho>^henyl)-3-cyario-lK- 

25 oyrazol-l-ylVberizenesulfonamide; 

4- (5 -'i3-bron«,-4- ro echoxyph,n y l) -3-cyano-lK-pyrazol-l- 
yl] benzenesulf onamide; 
" 4- [3 -cyano-5-phenyl-lK-pyrazol-l- 
yl] benzenesulf onamide; 

30 4-t5-(4-nitrop^^^^ 

yll benzenesulf onamide ; 

4 - l4 -chloro-5-(4-.f^ 

vllbenzenesulfonamide; 
35 4- t4-chioro: 5 - (4-chlorophenyl) .IK-pyrazol-l- 
vllbenzenesulfonamide; 
4- [4 -bromo-5- (4-chlorophenyl) -IH-pyrazol-l" 

yl] benzenesulf onamide; 
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• 4 -U-chloro- 5 -phenyl-lK-pyrazcl-l-ylibenzenesul£ 0 r^d e; 
4-u-chloro-5- ,3 . 5-dichloro-4-.echoxvphe.yl.) -IH-pyrazo,- 

l-yllbensenesulf onamide ; 
4 - [ 4 -bromo - 5 - 1 4 -methy lpneny 1 ) - IK-pyrazol- 1 - 
5 yl] benzenesulf onamide ; 

".4.[4-chloro-5-(4-mechylphenyi 
vl ] benzenesulf onamide ; 
4 - [4 -chloro-5- ( 3 -chloro-4 -mechoxyphenyl ) - LK-pyrazol-i-: 
vl] benzenesulf onamide; 
10 4-[4-chlQ^ 

vl] benzenesulf onamide ; 
4 - [ 4 -bromo - 5- ( 4 -me thoxypheny 1 ) - IK-pyrazol-l- 

yl] benzenesulf onamide ; 
4-14 -cyano-5- ( 4 -mechoxyphenyl) -lE-pyrazol-1- 

i 5 vl] benzenesulf onamide; 

4^[4-chloro-5M3.5-difluoro-4-mechoxyphenyL)-lH-pyrazo. 

1-yl] benzenesulf onamide ; 
4-r4-mechvl-5-phenyl-lK-pyrazol-l-yl]ben 2 enesul£onamide 

4. [ 4-fiuo"ro-5- D henyl-lK-pyra Z ol-l-yl]benzenesulfonam 1 ae 
20 4-[5M4:chlorophenyl)-4-mechyl S ulfonyl-lK-pyr a zol-l- 
y l] benzenesulf onamide; 

4- [4 -chloro-5 - ( 4 -chloropheny 1 ) -3 - (crif luoromechyl) - 
i H-ovrazo 1- 1 -yl] benzenesulf onamide ; 

1 • • v.", - r,v, 0 ™,-. -3- (c-if luoromechyl) -lK-pyrazol-i- 
25 4- [4-echyl-3.-phenyi.-j k-- 1 ' 1 "" 

yl] benzenesulf onamide ; 

4-[4-mechyl-5-phenyl-3- (crif luoromechyl) -IH-pyrazol- 

1-vl ] benzenesui f onamide ; 
4- [ 5 - ( 4-mechoxypheny 1 ) - 4 -mechyi-3 - ( crif luoromechyl) - 
3 o lH-pyr azo 1 - 1 -y 1 1 benzenesulf onamide ; 

4 -[5-(4-chloro P henyi)-4-mechyl-3-(crifluoromechyl)- 

lK-pyrazol-l-vllbenzenesulfonamide; . 
4- [5- (4 -chloropheny 1) -4-echyl-3- (crif luoromechyl) -1K- 
pyrazol-1 -yl] benzenesulf onamide; 
35 4- [4-echyl-5- (4-mechylphenyl) -3- (crif luoromechyl) -IK- 
pyrazol-l-yl]benzenesulf onamide; 
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4-[4.echyi-5-(4-mechoxyO-mechylphenyi)-3- 

ttrifluoromechyli-lK-pyrazol-l- 

v 1 ] ben.zenesulfonam.ide ; 
4-U-"echyl-5M4-mecho^henyl)-3-(crifluoron l echyl)- 

lK-nvrazol-l-yllbenzenesuLfonamide; 
4-t4-cyclopropyl-5-phenyl-3-(trifluoromechyl)- 

LK-pvrazol-l-yllbenzenesurfonamice; 
4-(4-echy"l-5-(3-fluoro-4-chlorophenyl)-3- 
(crifluoromechyl)-lK-pyrazo ( l-l- 

i q yl] benzenesulf onamide; 

4-f4-hydroxytnechyl-5-phenyl-3- (crif luoromechyl) - 

l«-pvrazol-l-vl ] benzenesulf onamice; 
4- [ .5M4-'fiuorophenyl)-4-mechyi-3-(crifluorGmethyl)- 

TH-pyrazol-l-vllbenzenesulfonamide; 
, 5 4 -[4-mechyI-5-(4-mechylphenyl)-3-(crifluoron l echyl)- 
IH-pyrazol-l-yllbenzenesulfonamiGe; 
4-14-f lu;"ro-5-phenyl-3- (crif luoromechyl) -IK-pyrazol- 

1-y 1] benzenesul f onamide ; 
. 4 . [ 4-bromo-5-(4-chlorophenyl) -3- (dif luoromechyl) -1K- 
pyr azo 1 - 1 -y 1 1 benz enesul f onamiae ; 
4- [4-chloro-S- (3 . 5-dichloro-4-mechoxy?her.yl> -3- 
.{dif luoromechyl) -IH-pyrazol-l- 

v.1.1 benzenesulf onamide ; 
4-t4-chloroOMdifluoromechyl)-5-phenyl-iK-pyrazo.--- 

->5 v l] benzenesulf onamide; 

4-[4^bromo-3Mdifluoromechyl)-5-phenyl-lK-pyrazo--l- 

yl] benzenesulf onamide; 
... : .4- [4-chloro-3- (dif luoromechyl) -5- (4-mechoxyphenyl) - 

lK-oyrazol-l-yllbenzenesulfonamide; 
30 4-[4-chloro-3-cyano-5-?henyl-lK-pyrazol-l- 

vl] benzenesulf onamide; 
4-[4-chloro-5M4-chlorophenyl)-3-cyano-lH-pyrazol-l- 

yl] benz ene sulfonamide; 
4- [ 4-chloro-3-cyano-5-(4-fiuorophenyl),lH-pyra 2 ol-l- 

35 y i] benzenesulf onamide; 

4 . [ 4-bromo-3-cyano-5M4-fluorpphenyl)-lH-pyrazol-l- 

yl] benzenesulf onamide ; 
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4-(4-bromo-3-cyano-5-phenyl-lK-pyra2oi-l- 

vllbenzenesulfonanvide ; 
ethyl" [i- (4-aminosulf onylphenyl) -4-bromo-5-(4- 

chloroDhenyl)-lH-pyrazoi-3-yl]carhoxyla t e; 
methyl [1- (4-aminosulf onylphsnyl) -4-chioro-5-?henyi- 

lH-pyrazoi-3-yl] carboxylace; 
n-thvl [l-(4-aminosulfony.lphenyl)-4-chloro-5-(4- 
" chlorophehyl) -lH-pyrazoi-3-yl] carboxylase; . 
-chvl [1- (4-aminosulf Onylphenyl) -4-chloro-5- (4t 
chlorophenyl) -lK-pyrazol-3-yl] carboxylace; 
methyl [l-(4-aminosulfonylphenyl)-4-cliloro-5-(4- 

fluorophenyi) -lH-pyrazol-3-yl] carboxylace; 
methvl [1- (4-aminosulf bnyiphenyl) -4-bromo-5- ( 4- 
fluorophenyl) -iK-pyrazol-3-yl] carboxylace; 
methyl [1- (4-aminosulf onylphenyl) -4-chloro-5- (3- 
chloro- 4 -mechoxyphenyl ) -lH-pyrazol -3 - 
yl] carboxylace; . ■ 1 ■ 

mechyl [1- (4-aminosulf onylphenyl) -4 -chioro-5- (3 .5- 
* dichloro-4-mechOxyphenyl) -lK-pyrazol-S- 
yl] carboxylace ; 
. mechyl [1- (4 -aminpsulf onylphenyl) -5-i3-bromo-4- 
mechoxyphenyl • -4 -chloro-lK-pyi-azol-3- 

yl] carboxylace ; • 
[1- ( 4-aminosulf onylphenyl) -4 -chloro-5-phenyl-lK- . 

25 pyrazoi*- 3 -yl] carboxamide; 

[1 -( 4-aminosulf onylphenyl) -4-chloro-5- ( 4- 

chlorophenyl) -lK-pyrazol-3-yl] carboxamide; 
••' ti-(4-aminosuif onylphenyl- -4-chloro-5- (4- 

: fluoroDhenvl)-iK-pyrazbl-3-yl]carboxamide; 

30 [1- (4-aminosulfonylphenyi) - 4 -bromo- 5- (4 -chlorophenyl 
lH-pyrazo 1 -3 -y 11 carboxamide; 
(1- (4-aminosulfonyl?henyl) - 4 -bromo -5 -phenyl -1H- 

pyrazol-3 -yl] carboxamide ; 
[ 1 - ( 4 - aminosui f ony ipheny 1 ) - 4 - chloro - 5 - ( 4 - 

- . ' ' 1 •• ~ ,r s 7 o l - 3 -v 1 1 carboxvlic • acid ; 

35 chloropner.yx) -l«-pyrazoi j y 1 .^"-" - 

[l-(4-aminosuifonylphenyl)-4-chloro-5-phenyl-lK- 
pyrazol-:--yll carboxvlic acid; 
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n M 4-aminosulfonyLphenyl>-4-c^ 

4- ro echoxyphenyl)-lH-pyrazol-3-yl]carboxylic 

4-[4-chl!ro-3-isopropvl-5-phenyl-lH^yrazol-l- 

vi ] benzenesulf onamide ; 
4- [ 4-kloro-3-mechyl-5-phenyl-lK-pyrazol-.l- 

vll benzenesulf onamide ; 
• 4 - [ 4-kloro-3-hydroxy ra echyl-5-pheryl-lH 

vl] benzenesulf onamide ; 
4 , [ 4-chloro-5-(4-chlorophsnyl)-3-hydxoxymechy 

pyrazol -1-yll benzenesulf onamide; 
ri-(4-aminosuifonylphenyl)-4-chioro-5- • . 

. 1- „, /r .= 7 nl - 3 -vl ] crooanoic acic; 

. (4-chlorophenyi) -l--pyr«zox j yj.jw_ . 

i.v ^v,™iw3-{cr^fluoromechyl)-lK-pyrazoi- 
4-[5- (4-chloropnenyl) -j i tr - Lluu 

i-yl] benzenesulf onamide; 

4-:[5-phenyl-3McrifIuoromechyll-lK-pyrazol-lT 

v 11 benzenesulf onamide; 

y „ T /-^if luoromechv-l) -lK-pyrazol- 

4-[5-(4-f lubrophenyl) - j - U-ii-J.uoz-ou^ - 

l-yllbenzenesulfonamide; 
4 . t 5.(4-cyanophenyi)-3-(crifluoromechyl)-lH-pyrazol-l- 

vl] benzenesulf onamide; 

.... \ ""-if luoromechyl) -1H- 

4- [5- (2 , 4-dif luoropnenyl i j * 

oyrazol-l-yll benzenesulf onamide; 

4-[5-(2,6-dirluorcpnenv-- - « 

oyrazol-l-vl] benzenesulf onamide; 

u r- 4 . — ^---uoromechyl) -lK-pyrazol- 
4-[5-(4-mechoxypheny_: -j- UJi 

i-vl ] benzenesul f onamide ; 
4- (5- (3* 4-dichlorophenyi ) -3- icrif iuoromechyl) 

pyrazol-l-vl] benzenesulf onamide; 
4- [ 5-H-bromophenyl 1 -3- Ccrlf iuorome.hyi) -iH-pyrazol,! 
.. vl] benzenesulf onamide; .• 

... . ,,1 > irri ? i uoromethyl) -lh- 

4-[5- (2,4-dicnlorcpnenyl) -3- icr— -uu 

ovrazoi -i-vi] benzenesulf onamide ; -■ 
4 . t5 4-chiorcp;enyl) (crifluoro^echyll -IK-iyrazoX- 
1-v 1 ] benzenesulf onamide; ' 

~~ ■•' innonvii -3- (c-fluoromechyl) -IK-pyrazol- 
4- [5- (4-mecnyipnenyi) - j " 

1-vl] benzenesulfonamide; 
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4- (5- (4-crif luoromechyiphenyl) -3 - < crif luoromechyi; -1K- 

pyr azpl- 1 -y 1 ] benzenesul f onamide ; 
4-[5- (4-crif luoromechoxyphenyl) -3- (crif luoromechyi) - 
IK-pyrazol-l-yU benzenesulf onamide; 
5 4-t5-(4-n"icrophenyl) -3- (crif luoromechyi) -IK-pyrazci-l- 
vl] benzenesul f onamide ; 
■4-C5-"(2-chlorophenyl)-3- < crif luoromechyi > -lK-pyrazoi- 

1-yl ] benzenesulf onamide ; 
4-(5-i2-fluorophenyi}-3- (crif luoromechyi) -lH-pyrazoi- 
i_0 i-yl] benzenesulf onamide ; 

4-(5-(4-aminophenyl) -3- (crif luoromechyi) -lK-pyrazol-i- 

y 1 ] benzenesul f onamide , • 
4-(5-(2-mechylphenyi) -3- (crif luoromechyi) -lK-pyrazci- 

1-yl] benzenesulf onamide; r 
4- [5- (4-f luoro-2-mechylphenyl) -3- (crif luoromechyi) -1K- 

pyrazol-l-yl] benzenesulf onamide; 
4 . c 5 _ " ( *3 -me chylphenyl ) -3 -( crif luoromechyi ) -lK-pyrazo 1 - 

i-yl] benzenesulf onamide; 
4- [5- (4-echoxyphenyl) -3- (crif luoromechyi) -lH-pyrazoi- 

1-yl] benzenesulf onamide ; 
4 - [ 5 - < 3 , 5 -dimechyl - 4 -mechoxyphenyl ) -3 - 
(crif luoromechyi) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
4- [5- • 3 -fluorophenyl) -3 -(crif luoromechyi) -lH-pyrazol- 

I -yl] benzenesulf onamide ; 
4- [5- (3-f luoro- 4 -mechoxyphenyl) -3- (crif luoromechyi) - 

iK-pyrazol-i-y U benzenesulf onamide ; 
4- ( 5- (4-mechylchiophenyl) -3 -(crif luoromechyi) -lH- 

pyrazol-l-yl ] benzenesulf onamide; 
4 - [5- (4-chloro-3-mechylphenyl) ±3- (crif luoromechyi) -1K- 

pyrazol-l-yll benzenesulf onamide; 
4-(5- (4-echylphenyl) -3- (crif luoromechyi) -IH-pyrazol-l 

yl] benzenesulf onamide ; 
4 -( 5 -( 2 , 4 - dime chylphenyl )- 3 -( cri f luoromechyi )- 1K- 

35 ' pyrazol-l-yl] benzenesulf onamide; 

4-[5-"{2-mechoxyphenyl) -3- (crif luoromechyi) -IH-pyrazol 

1-yl] benzenesulf onamide; 
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. [ 5-(4-mechoxy-3-mechylphenyl)-3-(crifiuoromechyl)- , 
IK-pyrazol-l-yl] benzenesulf onamide; 

i-^^-bromo^-.mechylchioph^ 

lH-pvrazol-1 -yll benzenesulf onamide; 

4 - [ 5 - ( 4 -hydroxy r 3 -mechy Ipheny 1 ) - 3 - .( crif luoromechyl ) - 

lH-Dyrazol- 1 -y 1 Jbenz.enssulfonaaii.de; 
4-[5;(3-Ghl6ro-4-mechylpnehyl)^^ 

pyrazol-1 -yll benzenesulf onamide; 
4- C5-X 3 , 4-dimecnoxyphenyl ) -3 - (crif luoromechyl) -IK- 

pyrazol-i-yll benzenesulf onamide ; 
4- ( 5-"(3-chioro-4-mechoxyphenyl) -3- ( crif luoromechyl) - 

lK-pyrazol-l-yl] benzenesulf onamide; 
4- [ 5 - ( 3 -chloro-4 -mechoxy- 5 -mechy Ipheny 1 ) -3 - 
(crif luoromechyl) -lK-pyrazol-1- 
yl] benzenesulf onamide ; 
4-(5- (3-echyl-4-mechoxyphenyl) -3- (crif luoromechyl ) -1K- 

pyrazol-l-y 1] benzenesulf onamide; 
4- [5 - ( 4-f luoro-2 -mechoxyphenyl) -3-( crif luoromechyl) - 

lK-pyrazol- 1-yl 1 benzenesulf onamide ; 
4-[5- (4-nydroxymechylphenyl) -3- (crif luoromechyl) - 

lH-pyrazol-l-y 1 ] benzenesulf onamide ; 
4 - [ 5 - ( 4 -mechoxy- 3 - ( 1 -propeny 1 ) pheny 1 ) -3 - 
(crif luoromechyl.) -lK-pyrazol-i- 
yl] benzenesulf onamide ; 
4-15- (3,5-dichloro-4-mechoxyphenyl) -3- 
(crif luoromechyl) -IK-pyrazol-l- 
yl] benzenesulf onamide ; < 
4- [5- (2; 4-dimechoxyphenyl) -3 - (crif luoromechyl) - 

lH-Dyrazol-l-yll benzenesulf onamide; 
4- [5- (3-chloro-4-f luorophenyl) -3- (crif luoromechyl) -IK 

. pyrazol-l-yll benzenesulf onamide; 
4-[5-(4-mechoxy-3-propylphenyl)-3-(crifiuoromechyl)- 

lE-pyrazol-l-yl]benzenesulfonamide; 

4- [5- (3 / 5-dif luoro- 4 -mechoxyphenyl) -3- 
(crif luoromechyl) -lK-pyrazol-1- 
vl] benzenesulf onamide; 



4 . (5- (3-f luoro-4-mechylchibphenyl) -3- 
(crif luoromechyl) -IH-pyrazol-l- 
yl] benzenesulf onamide; 
4 - [ 5 - ( 3 -cyclopropy lmechy 1 - 4 - me choxy phenyl } -3- 
(crif luoromechyl) -lK-pyrazol-1- 
yl] benzenesulf onamide ; 
4- [1- (4 - (aminosulfonyl) phenyl] -3- (crif luoromechyl} -1H- 

pyrazol-5-yl] benzoic' acid; 
4- [5- (3-mechyl-4-mechylchiophenyl) -3- 
(crif luoromechyl) -IH-pyrazol-i- 
yl] benzenesulf onamide ; 
4- [5- (3-chloro-4-mechylchiophenyl) -3- 
(crif luoromechyl) -IH-pyrazol-l - 
yl] benzenesulf onamide ; 
4- [5- (4- {N,N-dimechylamino) phenyl) -3- 
(crif luoromechyl) -IK-pyrazol-l- 
yl] benzenesulf onamide; 
4- [5- (4-mechyl-3-nicrophenyl) -.3- (crif luoromechyl) -1K- 

pyrazol-l-yl] benzenesulf onamide; 
4-[5-(4^N-mechylamino)phenyl) -3- (crif luoromechyl ) -1H- 

pyrazol-l-yl] benzenesulf onamide; 
4- [5- (3 -amino-4-mechylphenyl) -3 -(crif luoromechyl) -1K- 

pyrazol-l-yl] benzenesulf onamide ; 
mechyl-4 -[ 1- [ 4 - ( aminosulfonyl ) phenyl ] -3 - ( crif luoromechyl ) 

IH-pyrazol-S-yl] benzoace; 
4-[l-[4- (aminosulfonyl) phenyl] -3- (crif luoromechyl) -1H- 

pyrazol-5 -y 1 ] benzamide ; 
~4-[5- (.3,. 5-dif luorophenyl) -3 - (crif luoromechyl) -IK-pyrazol « 

1-yl] benzenesulf onamide; 
4- [5- (2,4, 6-crif luorophenyl) -3- (crif luoromechyl) -1K- 

pyrazol-l-yl] benzenesulf onamide ; 
4- [5 - (2, 6-dichlorophenyl) -3 - ( crif luoromechyl) -lK-pyrazol 

1-yl] benzenesulf onamide ; 
4 - [ 5 - ( 2 , 4 , 6 -cr ichloropheny 1 ) - 3 - ( cri f luoromechyl ) -IK- 

pyrazol - 1 -yl ] benzenesulf onamide ; 
4-[5- (3-mechoxyphenyl) -3- (crif luoromechyl) -IK-pyrazol-l- 
yl] benzenesulf onamide; 
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4-t3-(l . 4-dimechylphenyl) -3- < crilXucromechyll -lH-pyrez=i- 

i -vl] benzenesulf onamide; 
4-l5-(l"3-benzodioxoi-5-yl)-3Mcrifiuoromechyl}-lH- 

pyrazol- i-vl] benzenesulf onamide; 

4- [5- (2-f luoro-4-mechoxyphenyl) -3- (crif luoromechyl) -1«- 

pyrazoi - 1 -vl ] benzenesul f onamide ; 
4- t S-{2-chloro-4-mechoxyphenyl)OMcrifluoromechyl)^ 

py^azoi- i-vl ] benz enesul f onamide ; 
4-15- <4-chioro-2-mechoxyphenyl> -3- Ccrif luoromechyl ) -1E- 
pyrazoi - 1 -v l ] benz enesul f onamide ; 
^-[S^-mechylchiophenyl)^^^^^ 
i _ v i ] benzenesul f onamide; 
4- [5- (3-mechylchiophenyl) -3 - < crifluoromechyl) -IH-pyrazoi- 

i -vl] benzenesul f onamide ; 
4- [5- (2-mechyisuifinylphenyl) -3- (crif luoromechyl) -1K- 

pyrazol-l-vl]benzenesulfonamide; 
4- [5- (3-mechylsulf inylphenyl ) -3- (crif luoromechyl) -1H- 

pyrazol-1 -vl ] benzenesulf onamide ; 
4-[5-(4-mechylsulfinylphenyl) -3- (crif luoromechyl) -1H- 
20 pyrazol-1 -yll benzenesulf onamide ; 

4-(5-(2-fluoro-4-mechylphenyl)-3-(crifluoromechyl)— H- 

pyrazol-l-vl] benzenesulf onamide ; 
4-(5-"(4-fluoro-3-mechylphenyl)-3-(crifluoromechyl)-lK- 

pyrazol- i-vl] benzenesulf onamide; 
4-(5-"(2-chloro-4-mechyiphenyl) -3-(crif luoromechyl) -1H- 

pyra'ol-l-vl ] benzenesulf onamide ; 
4-[5- (4-chloro-2-mechylphenyl) -3- (crif luoromechyl) -1B- 

pvrazol- 1 -vl ] benzenesulf onamide ; 
4-t5-(4-hydroxyphenyl) -3- (crif luoromechyl) -lH-pyrazol--l- 
3Q yi] benzenesulf onamide; 

4- [5- (3 , 4-dihydroxyphenyl) -3- (crif luoromechyl) -1K- 

pyrazol - 1 -vl ] benzenesulf onamide ; 
4-(5-(4-isopro P ylphenyl) -3- (crif luoromechyl) -IH-pyrazol- 

i-vl] benzenesulf onamide; 
3 5 M-(4 - U - C 4 - < aminosul f ony 1 ) phenyl ] -3 -crif luoromechyl- 1H- 
pyrazol - 5 -y 1 ] phenyl 1 acecamide ; 
N-[4-tl-[4-(amino S ulfonyl)phenyl]-3-crifluoromechyi-lK- 

pyrazol -3 -yl] phenyl ] formamide; 



25 



t t 



43 



10 



20 



i - i •. .^-mFi i -3 -c-if iuoromechyi-LK- 
I4-[4-[l-t4-(anvinosulzonyljpnenyxi j J - J - 

pyrazol- 5 -yl) phenyl Jcrifluoroacecamide; 

4 - [ 5 - ( 4 - t N-mechy laminosui f ony 1 ] phsny 1 ) - 3 - 
(crif luoromechyli -lK-pyrazol-1- , 
v 1] benzene sulfonamide ; 
4.[5r"(2.5-dichlorophenyl) -3- ( crif luoromechyl) - 

lH-pyrazol-l-yl ] benzene sulfanamide ; 
4 - 1 5- (4 -n-bucoxyphenyi) - 3 - (crif luoromechyl ) - ■ 
IH-pvrazol-l-yi ] benzenesulf onamide; 
- 4 - [5- (4- taminosulfonyllphenyl) -3- (crif luoromechyl ) - 
. IH-ovrazol-l-vl] benzenesulf onamide ; 
4- C5 -(2. 3-dif luorcphenyl) -3- (crif luoromechyl) -lE-pyrazoi 

1-vl] benzenesulf onamide ; 
4-C5- <2~ 5-difluorophenyl) -3- (crif luoromechyl) -IK-pyrazol 

1-y 1] benzenesulronamiae ; 
4-C5- (2, 3, 4-criflucrophenyl) -3- (crif luoromechyl) -IE- 

Dvrazol-l-yl ] benzenesulf onamide ; 
4-[5-C3. 4. 5-crifluorophenyl) -3- (crif luoromechyl) -1E- 

pvrazol -1-y 1] benzenesulf onamide; 
4-[5-"(2'; 4. 5-crifluorophenyl) -3- (crif luoromechyl) -1E- 

pyrazol-l-yl ] benzenesulf onamide ; 
4-C5-"(2,5.6-crifluorophenyl)-3-(crifluoromechyl)-lE- 

ovrazol- 1-vl] benzenesulf onamide; 
4- [5- (2. 3 , 4. 5-cecraf luorcphenyl) -3- ( crif luoromechyl) -IE- 

pvrazol-l-vi ] benzenesulf onamide; 
4- [5M2. 3 , 4. 6-cecraf iuorophenyl) -3- (crif luoromechyl) -IB 

oyrazol-l-y 11 benzenesulf onamide; 
-4-t5^2.3. 5., 6-cecraf luorcphenyl) -3- (crif luoromechyl) -IE 
pyrazol-l-yl] benzenesulf onamide; 
4- (5- (pencaf iuorophenyl) -3 - ( crif luoromechyl) -lE-pyrazol 

1-yl] benzenesulf onamide; 
4- [5- (2,3 . 4-crichiorophenyl) -3 - ( crif luoromechyl) -IE- r 

pyrazol-l-yl] benzenesuifonamide; 
4- [5-*(3 . 4 , 5-crichicrophenyi) -3- (crif luoromechyl) -1S- 
35 pyrazol-l-yl] benzenesulf onamide; 

4-(5-"(2,4,5-crichlorophenyl) -3- ( crif luoromechyl) -IE- ■ 
pyrazoi-l-yi] benzenesuifonamide; , 
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4 - ( 5 -( 2 . 5 . 6 - cr ichioropheny 1 ) - 3 - ( cr i f luoromechy 1 ) - 1H- 

pyrazol-l-y 1 ] benzenesul f onamide ; 
4-(5- (2^3 . 4, 5-cecrachlorophenyl) -3- (crif luoromechyi i -1H- 

pyrazol -1 -v 1 ] benzenesulf onamide ; 
; 5 - 4 - cs- <2 ; 3 .4. 6-c6trachlorophenyi>-3.- Xtrif lupromechyl-i -IK* 
pvrazol -1-yi] benzenesulf onamide; 
4- (5- (2. 3 . 5 . 6-cecrachlorophehyl) -3 - (crif Luoromechy!} -1K- 

pvrazoi-1 -y 1] benzenesulf onamide ; 
4 - ( 5 - ( 2 . 3 , 4 . 5 . 6 -pencachlorophenyl ) -3 - ( crif luoromechyi ) - 
10 lH-pvr.azoi-1-yi ] benzenesulf onamide; 

4- (5- (4-cerc-bucyiphenyl) -3- (crif luoromechyi) -IK-pyrazol- 

1-yl] benzenesulf onamide; 
4- [ 5 - (4-isobucyiphenyl ) -3 - < crif luoromechyi) -lK-pyrazoi-i- 
yl] benzenesulf onamide; 

15 '. ■ 

4 - [ 5 - { 4 -chlorophenyl ) - 3 - ( di f luoromechy 1 ) - lK-pyr azol - 

1 -vl ] benz enesul f onamide ; 
4- [S- (4-crif luoromechylphenyl) -3- (dif luoromechyi) -1K- 

pyrazol-l-yll benzenesulf onamide; 
4- (5- (4-mechylchiophenyl) -3- (dif luoromechyi) -1K- 

- pyrazol-l-yllbenzenesulfonamide; 
4.[5-(4Ml-morphoiino)phenyl)-3-(difluoromechy c l)-lK- 

pyrazol-l-yl] benzenesulf onamide; 
4-[5-(4-mechylphenyl! -3- (dif luoromechyi) -IK-pyrazoi- 
25 1-yl] benzenesulf onamide ; 

4- (5-phenyl-3- (dif luoromechyi } -IK-pyrazol-l- 
vl] benzenesulf onamide ; 
4^[5-"(4-mechoxyphenyl) -3 - (dif : luoromechyi ) -IK-pyrazoi- • 

1-yl] benzenesulf onamide; 
4-15- (3 , 4-dimechylphenyl) -3- (dif luoromechyi) - 1K- 

pyrazol-1 -yl 1 benzenesulf onamide ; 
4- [5- <3-f luoro-4-mechoxyphenyl) -3 - (dif luoromechyi) - 

lK-pyrazol-i-yi] benzenesulf onamide; 
4-(l- [4-"(aminosuifcnyi) phenyll -3- (dif luoromechyi) -1K- 
35 'pyrazol-5-yii benzoic acid; . 

mechyl i' - ( 1 - 1 4 - i aminosulf ony 1 ) phenyl ] - 3 - < di f luoromechy 1 ) 

lE-pyrazol-5-yi Jbenzoace; 
4- [1- (4-aminosuifonyiphenyl) -3- (dif luoromechyi) - 
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lK-pyrazoi-5-yl 1 benzamide ; 
4- [5- ( 2 - f luoro - 4 -me choxypheny 1 ) -3- (dif luoromechyl : - 

IK-pyrazol-l-yl] benzenesulf onamide; 
4-[5- (4-cyanophenyl) -3 - (dif luoromechyl) -IK-pyrazoi-l- 

yl] benzenesulf onamide; 
4 - [ 5 - ( 3 -chloro-4 -mechy Ipheny 1 ) -3- (dif luoromechyl; -1K- 

pyrazol-l-yl] benzenesulf onamide ; 
4 - [ 5 - ( 3 -chloro- 4 -mechoxyphenyl ) -3 •?'< dif luoromechyl ) - 

IK-pyrazol-l-yl] benzenesulf onamide; 
4- [5- (4-chloro-3-mechylphenyl~) -3- (dif luoromechyl) -1K- 

pyrazol-l-yl] benzenesulf onamide; 
4 - [ 5 - ( 3 , 4 - dime choxypheny 1) -3- (dif luoromechyl ) - 1K- 

pvrazol-i-yl] benzenesulf onamide ; 
4 r [5- (3 f 5 -dichloro-4 -mechoxyphenyl) -3- 

(dif luoromechyl) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
4 . [ 5 - ( 3 # 5 -di f luoro- 4 -mechoxypheny 1 ) - 3 - . 

(dif luoromechyl) -lH-pyrazol-1- 

yl] benzenesulf onamide; 
4 - [5 - (2 -mechoxyphenyl) -3- (dif luoromechyl) -lK-pyrazol- 

1 -yl] benz ene sulfonamide ; 
4 - [ 5 - ( 3 -bromo -4 -mechoxypheny 1 ) -3 - ( dif luoromechyl ) -1K- 

pyrazol-l-yl] benzenesulf onamide; 
4 - (5 - (4-mechylsulfonylphenyl) -3- (dif luoromechyl) -1E- 

pyrazol-1 -yl ] benzenesulf onamide ; 

4 - [5-(5-bromo-2-chienyl) - 3- (dif luoromechyl) -1E- 
pyrazol-l-yll benzenesulf onamide ; 

4 - ( 5 - ( 5 - chloro - 2 - chieny 1 ) - 3 - ( di^luoromechyl) -IK- 
pyrazol-l-yl] benzenesulf onamide; 

4- [5- (1-cyclohexeriyl) -3 - (dif luoromechyl) -IK-pyrazol-l 
, yl] benzenesulf onamide; 

4- [5- (cyclohexyl) -3- (dif luoromechyl) -IH-pyrazol-l- 
yl] benzenesulf onamide ; 

4- (5- (biphenyl) -3 - (dif luoromechyl) -IK-pyrazol-l- 
yl] benzenesulf onamide ; 

4 - [ 5 - ( 1 , 4 -benzodioxan- 6 -y 1 ) -3 - ( dif luoromechyl ) - IE- 
pyrazoi-l-yl] benzenesulf onamide; • . 
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4-13- (dif luoromechyl) -3- (4-mechyicyciohexyi) -IK- 

pyrazol-l-vllbenzenesulfonamide; 
4-C5-(mechyl-i-cyclohexenyl) -3 - (dif luoromechyl) -1K- 
pyrazol-l-vl]benzenesulfonamide; 
5 4- [5- (2-mechyl-i-cyclopencenyl) -3- (dif luoromechyl) -1K- 
pyrazol-l-vl]benzenesulfonamide; 
4-(5-(ben2ofuran-2-yl) -3 - (dif luoromechyl) -lH-pyrazol- 
1-vl] benzenesulf onamide; 
- 4 - [5- (l"3-benzodioxoi-5-yl) -3- (dif luoromechyl) -1K- 

10 • pyfazpl-l-yl]benzenesulfonamide; 

4- (5- (2-pyrazinyl) -3 - (dif luoromechyl) -IK-pyrazol-l- 

vl ] benzenesulf onamide ; 
4-[5-"(4-(morpholino)phenyl)-3-(difluoromechyl)-lE- 

pyrazol - 1 -yl 3 benzenesulf onamide ; 
15 4 - [ 5 - ( 2 . 5 -dimechy 1 -3 - f ury 1 ) - 3 - ( di f luoromechyl ) - IB- 
pvr a zo 1 - 1 -v 1 ] benz ene sul f onamide ; 
4-[5-(5-mechyi-2-furyl)-3-(difluoromechyl)-lH-pyrazoi- 

1 -yl] benz enesul f onamide; 
4-C5- (l-chloro-l-mechyl-4-cyclohexyl) -3- 

20 (dif luoromechyl ) -lH-pyrazol-i- 

yl] benzenesulf onamide; 
4-[S-(3.4-dibroiiio-4-meclsylcycl6h«vl)-3-'. 
(dif luoromechyl ) -lH-pyrazol-1- 

vl] benzenesulf onamide ; 
25 4-C5-"(2-mechoxycyclohexyl)-3-(difiuoromet:hyl)-lK- 

pyrazol- 1 -yl 1 benzenesulf onamide ; 

4- [5- (2-chienyl) -3 -(dif luoromechyl) -IK-pyrazol-l- 

vl ] benzenesulf onamide , • 
4- [5-"(2,4-dimechyl-3-chienyl) -3- (difluoromechyl) -1H- 

30 pvrazol -1-yll benzenesulf onamide ; 

4-[5-(2.5-dichloro-3-chienyl)-3-(difluoromechyl)-lH- 

pyrazol- 1 -yl] benzenesulf onamide ; 

4-[5- (benzofuran-5-yl) -3- (cr if luoromechyl) -IK-pyrazol- 
35 i-y l] benz enesul f onamide; 

4- [5- ( 5 -bromo- 2-chienyl) -3- (crif luoromechyl) -1K- 
pyrazol -1 -yl 1 benzenesulf onamide ; 



47 



■ I .... 

4-(5- (5 - chlprp - 2 - chieny 1 ) -3- (crif luoromechyl) -lr> 

pyrazol-I-yHbenzenesulfonamide; 
4- [5- (5-indanyl) -3- (crif luoromechyl) -IH-pvrazol-l- 

yl] benzenesulf onamide; 
5 4- [5- ! 5-mechyl-2-chienyl) -3- (crif luoromechyl ) -IK- 
pyrazol - 1 -y 1 ] benzenesul fonamide ; 
4- [5- C2V3 -dihydrobenzofuran-5-yl) -3 - (crif luoromechyl ) ■ 

lH-pyrazol-l-yi]benzenesulf onamide; 
! 4- [5- (1-cyclohexenyi) -3 - (crif luoromechyl ) -IK-pyrazoi- 
XO 1-yl] benzenesulf onamide; 

4- (5 - (5 -benzochienyl) -3- (crif luoromechyl ) -IK-pyrazoi- 

1 -y 1 ] benzenesul f onamide ; 
4-(5- (3 , 4-dihydro-2H-l-behzopyran-S-yl) -3- : 
• ( crif luoromechyl ) -IH-uyrazol-l- 
15 yl] benzenesulf onamide; 

4 - [ 5 - ( 3 , 4 - dihydr o - 2H- 1 -benzochiopyran- 6 -y 1 ) -3 - 
(crif luoromechyl) -lH-pyrazol-1- 
yl] benzenesulf onamide; 
4- (.5 - (2-phenylechenyl ) -3-( crif luoromechyl ) -IK-pyrazol 
20 i-yl] benzenesulf onamide ; 

4 - [ 5 - ( 4 -mechy 1 - 1 , 3 -benzodioxol - 6 -y 1 ) -3 - 
(crif luoromechyl) -IH-pyrazol-l- 
/ yl] benzenesulf onamide; ^ 

■ 4- [5- (4-mechyl-l , 3 -benzodioxol-5-yl) -3- 
25 ( crif luoromechyl) -lH-pyrazol-1- 

yl] benzenesul fonamide; 
: 4- [5- (2-pyrazinyl). -3- (crif luoromechyl) -IK-pyrazol-l- 
yl] benzenesulf onamide ; 
4 - [5 - (biphenyl) -3- (crif luoromechyl) -IK-pyrazol- 1- 
30 yl] benzenesulf onamide; 

4- [5- (1, 2 , 3', 4 - c e cr ahy dronaphch- 6 -y 1 ] ) -3- 
(crif luoromechyl) -IK-pyrazol-l- 
yl] benzenesulf onamide ; 
4 - [ 5 - ( 2 -naphchy 1 ) - 3 - ( cri f luoromechyl ) -IK-pyrazol -1- 
35 yl] benzenesulf onamide ; 

4 - [5 - (2-chiazolyl) -3 - I crif luoromechyl) -IK-pyrazol-l- 
vl] benzenesulf onamide ; . 
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'** ■' 4- [5- < 2 -oxazolyl ) -3 - ( crif luoromechyl ) -lK-pyrazoi-i- 

yl ] benzenesulf onamide ; 
• 4 - t 5- (cyclohexyl )-3-( crif luoromechyl) -IK-pyrazoi-i- 
yl] benzenesulf onamide; 
-5 4-[5-(cyclopencyl)-3-(.crifluoroniechyl)-lK-pyrazoi-i- 

yl ] benzenesulf onamide ; 
' 4 - [5- (cyclohepcyi) -3- (crif luoromechyl) -IK-pyrazoi-l- . ^ 

vl] benzenesulf onamide ; 

,\ i ir— J f iuorcmechvl) -IK-pyrazoi-l- 
4-[5- (1-cyclopencenyl) -3- ic-^ — uu -^ - . 

^0 ■ vl] benzenesulf onamide; 

4-[5-"(2-furyl)-3-(crifluoromechyl)-lK-pyrazol-l- 

yl] benzenesulf onandde; 
4- [ 5 - ( 2 -pyridyl ) -3 - ( cr if luoromechyl ) - 

lH-pyrazoi-l-yi]benzenesulfonaniide; 

15 4- [5- (3 -pyridyl) -3- (crif luoromechyl) - 

lK-Dvrazol- 1-yll benzenesulf onamide; 
4- [5- ( 6-mechyl-3 -pyridyl) -3- (crif luoromechyl) - 

lH-pyrazol-l-yl]benzenesulfonamide; 
4- [ 5 - (4 -pyridyl ) -3 -( cri f luoromechyl ) - 
20 lH-ovrazol-1-yllbenzenesulfonamide; 

4- t5 -<3-cyclohexenyl) -3- (crif luoromechyl) -IH-pyrazol-l- 

y 1 1 benzenesulf onamide ; 
4..(5- (4-cyclohexenyl) -3- (crif luoromechyl) -IK-pyrazoi-l- 

vl] benzenesulf onamide; 

' ... . -..vii.j.i r r if luoromechyl ) - 

25 4-[5-(4-mechylcycionex-4-ene-l-yH j ic--^. 

lK-pyrazol-l-yl] benzenesulf onamide; 
4 - [5M 5-chloro-2-furyl)-3-(crifluoromechyl)-iK-pyrazol- 

- - yllbenzenesulf onamide; 
4-t5-(5-bromo-2-furyl)-3-(crifluoromechyl)-lH-pyrazol- 

3Q yllbenzenesulf onamide; 

4- [5- ( 6-mechoxy-2-naphchyl) -3- (crif luoromechyl) -IK- . , 
pyrazol-l-yil benzenesulf onamide; 

4-[5-(4-chlorophenyli-3-<hepcafluoropropyl)-lK- • 

35 pyrazol-l-yl] benzenesulf onamide; 

4- [5- (4-chlorophenyl) -3- (chlorodif luoromechyl) -1K- 

pyrazo 1 - 1 -y 1 1 benzenesulf onamide ; 
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4-(5-(4-chlorophenyi) -3- (pencaf luoroechyl) -1K- 

pyrazol-l-yl] benzenesulf onamide? 
4 - ( 5 - ( 3 -chloro- 4 -mechoxyphenyl ) -3 - ( chloromechyl J -1K- 
pyr azo 1 - 1 -y 1 ] benz enesulf onamide ; 
5 4-[3-(chlorodif luoromechyl) -5- (3-f iuoro-4- 
mechoxyphenyl) -IH-pyrazol-l- 
yl ] benz enesulf onamide ; 
4- (5- (phenyl) -3- (f luoromechyl ) -IK-pyrazol-l- 
yl] benzenesulf onamide ; 
10 4 - [ 3 r ( dichloromechy 1 )-5-(3-£ luoro - 4 -mechoxyphenyl 5 - IK- * 
pyrazol-l-yl] benzenesulf onamide ; 
4- (3- (bromodif luoromechyl) -5- (3-f luoro-4 -mechoxyphenyl) - 

lH-pyrazol-l-yl ] benzenesulf onamide; 
4 - ( 5 - ( 4 -chloropheny 1 ) - 3 - ( f luoromechyl ) -lE-pyrazol-1- 
15 yl] benzenesulf onamide; 

• 4-[5-(4-chlorophenyl)-3-(chloromechyl)-lK-pyrazoi-l- 

yl] benzenesulf onamide ■.; 
4 - t 5 -( 4 - chloropheny 1 )- 3 -( di chloromschyl )- IK-pyrazol-l- 
yl] benzenesulf onamide ; 
20 4 - [ 5 - ( 4 -chloropheny 1 ) -3 - ( dichlorof luoromechyl ) -1K- 
pyrazol-l-yl] benzene sulfonamide; 
4-[5- (4-f luorophenyl) -3- ( crichloromechyl) - 
IK-pyrazoi-l-yl] benzenesulf onamide; 

• 4- (5- (4 -chloropheny 1) -3- (1. I-difi luoroechyl) -IK- pyr azo 1-1- 
25 yl ] benzenesulf onamide; 

4- [5- (4 -chloropheny!) -3 - ( 1 . I-dif luoropropyl) -lK-pyrazol- 

1-yl] benz enesulf onamide; 
• 4 - [ 5 - (4 -chloropheny! ) - 3 - < 1 • 1 -dichloroechy 1 ) -IK-pyrazol-l 

yl] benzenesulf onamide ; ■ 
30 4-[5-(4-chlorophenyl)-3-(l,l-dichloropropyl)-lH-pyrazol- 

1-yl] benzenesulf onamide; 

4-[5-(4-chlorophenyl) -3-nicro-lK-pyrazdl-l- 
y 1] benzenesulf onamide; 
35 4-[5- (4 -chloropheny!) -3- (amidino) -IK-pyrazoi-l- 
yl] benzenesulf onamide ; 
4-[5-(4-chlorophenyl)-3-(mechylsulfonyl)-lH-pyrazol-l- 

vl] benzenesulf onamide ; 
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4-[5- (4-chiorophenyl) -3 - (N-mechyl-aminosulf onyll -1K- 

pvrazol-l-yl Ibenzenesulf onamide ; 
4-[5- (4-f luorophenyl) -3- (imidazolyl) - 

lK-pyrazol-l-yl]benzenesulfonamide; 

5 4-I5- (4-f luorophenyl) -3- (2-pyridyl) - 

IK-oyrazol-l-yl Ibenzenesulf onamide; 
' 4- [3- (4-chlorophenyl) -3 - (N-cyanoamidino> -IH-pyrazoi-i- 
" yi] behzenesulf bhamide ; 
4 -(5- (4-chlorophenyl) -3- (cecrazolyl) -i:-:-pyrazol-l- 
10 yl Ibenzenesulf onamide; 

4-[5-*(4-chlorophenyl)-3- (phenylsulfonyl) -lK-pyrazol-i- 

yl] benzen'esulf onamide ; 
4- [5- (4-chlorophenyl ) -3 - (N-phenylaminosulf onyl ) -IK- 
pyrazol-i-yl]benzenesulf onamide; 
15 4- [5 -"(4-chlorophenyl ) r3- (N, N-dimechyiaminosulf onyl) -1S- 
oyrazol-1 -yl Ibenzenesulf onamide; 
4 - [ 5 -"( 4-chlorophenyl ) - 3 - ( M-mechy 1 -N-phenylaminosulf onyl ) 

lK-pyrazol -1-yl Ibenzenesulf onamide; 
4 _ [5- (4-chlorophenyl) -3- (N-echyiaminosulf onyl) -1H- 
20 pyrazol-i-yl]benzenesulfonamide; 

4- [5- (4-chlorophenyl) -3- (N-isopropylarainosulf onyl) -1H- 

pyrazol- 1-yl Ibenzenesulf onamide; 
4- [5-"( 4-chlorophenyl) -3- (N-me^hyi-K-echyiaminosulf onyl) - 
IK-pyrazol-i-yl Ibenzenesulf onamide; 

25 4 - [5 - (4-chlorophenyl ) - 3 - (K-mewhyi.-N- i 3 -chlorophenyi ) 

aminosulfonyl)-lH-pyrazoi-i-yl]benzenesulfonamide; 

4-[5- (4-chlorophenyl) -3- (M-mechyi-N- (2- 
..... pyridyl) amino sulfonyi; -IK-pyrazol-l- 

yllbenzenesulf onamide ; 
30 4-[3-mechyl-5-phenyl-lH-pyrazoi-l-yllbenzenesulfonamide 

4 - [ 3 - isobucy 1 - 5 -pheny 1 - IH-pyrazol - i - 

yljbenzenesulf onamide; . v 

4-[3-(3-hydrox-v-propyl; - 5 -phenyl -IK-pyrazol- 1- 
yl] benzenesul f onamide ; 
35 4- [5- (4-f luorophenyl ) -3 - ( 3 -hydroxypropy 1 ) - 
IK-pyrazol-i-yi Ibenzenesulf onamide; 
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4-[5-(3.5-dichloro-4-mechoxyphenyl) -S-^- 
hydroxypropyi) -IK^pyrazol-l- 
yl] benzenesulf onamide; 
4 - [5 - ( 4 -me thy lpheny 1 ) - 3 - ( 2 -hydroxy is opropy 1 ) - 

IK-pyrazol-l-yll benzenesulf onamide; 
I - [ 4 - ( amino sul f ony 1 ) pheny 1 ] - 5 - ( 4 - f luoropheny 1 ) - 
lK-Dyrazoie-3 -propanoic acid; 
- ,i-[4- (aminosulfonyl)phenyl] -5- (4-chlorophenyl ) - 
lK-pyrazole-3 -propanoic acid; 
1 - [ 4 - ( amlnosul f ony 1 ) pheny 1 1 - 5 - ( 4 - chloropheny 1 ) - 1K- 

oyrazole-3-propanamide; 
mechyl 1-1 4- (aminosulfonyl) phenyl] -5- ( 4- f luoropheny 1) -IK 
pyrazole- 3 -propanoace ; 
• 4 . [ 3 - ( 3 -hydroxymethy 1 ) - 5 -pheny 1- lK-pyrazo 1- 1- 
t 5 y i] benzenesulf onamide; 

4 - [5 - (4-chlorophenyl) -3 - (3-hydroxymechyl5 -lK-pyrazol-l- 
yl] benzenesulf onamide ; 
4 - [ 3 - ( 3 -hydroxymethy 1 ) - 5 - ( 4 -mechoxyphenyl ) -IH-pyrazol -1 - 
*vl ] benzenesulf onamide ; 
20 4- [5- (3 . 5-dichloro-4-mechoxyphenyl) -3- (3-hydroxymechyl) - 
lH-pyrazol-l-yl ] benzenesulf onamide ; 
4 - [ 5 - ( 3 -chloro-4 -mechoxyphenyl ) -3 - ( 3 -hydroxymechyl ) - 

lK-pyrazol-l-yl ] benzenesulf onamide ; 
euhyl 3- [1- ( 4-aminosuif onylphenyl) -5- (phenyl) -1H- 
25 pyrazol-3 -yl] -2-cyano-2-propenoace; . 

4- [5- (4-chlorophenyl) -3- (chloro) -lK-pyrazol- 1- 

vl] benzenesulf onamide; 
- 4- [5- (4-chlorophenyl) -3- (bromo) -lK-pyrazol-1- 
yl] benzenesulf onamide ; 
30 4- [5- (4-chlorophenyl) -3- (fluoro)-lH-pyrazol-l- 

yl] benzenesulf onamide ; 
4- [3- (dif luoromechyl) -4 . 5-dihydro-7-mechoxy-lK- 

benz [g]indazol-l-yl] benzenesulf onamide ; 

4- (3- (dif luoromechyl) -4. 5-dihydro-7-mechyl-lK- 

35 : faenz[g]indazol-l-yl]benzenesulfonamide; 

4- [4 , 5-dihydro-7 -methoxy-3- ( trif luoromechyl) -1H- 

benz[g]indazol-l-yl]benzenesulfonamide; 
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. 4 - l4 .5-dihydro-3- (crif luoromechyl^^ ^ 

-1 -yl] benzene sulfonamide ; 
4-(4,5-dihydro-7-mechyl-3-(crifluoronaechyl)-lH- 

benzlg] indazoi -1-yl] benzenesul fonamide; 
5 4- ( 4,5-dihydro-6.8-GimechyI-3-(crifluoromechyI)-lH- 

benz t g ] indazoi - I-y 1 ] benzenesul f onamide ; 
4- (4 . 5-dihydro-e . 8-dimechoxy-3- (crif luoromechyl .- -1K- 

benzlg] indazoi -1-yl] benzenesulf onamide; •• 
methvl 1 1 - ( 4 -aminosulf ony Iphenyi ) -4 . 5 -dihydro-7 - 
10 " mechoxy-lK-benz [g] indazoi -3 -yl] carboxylase ; 

4- [4 , 5-dihydro-3-crif luoromechyl -1K- 

' chieno [3 , 2 , g] indazoi- 1-yi Jbenzenesulf onamide ; 

4 -( 1 -phenyl - 3 -( dif luoromechyl ) -lK-pyrazol - 5 - 

vl] benzenesulf onamide; 
15 4-(l-*(4-chlorophenyl> -3- (dif luoromechyl) -lE-pyrazoi- 

5-yl] benzenesulf onamide; 
4-(l- (4-fluorophenyl) -3- (dif luoromechyl) -lK-pyrazol- 

5-yl] benzenesulf onamide; 
4- [1- (4-mechoxyphenyl) -3- (dif luoromechyl) -IK-pyrazol- 

20 . 5-yl]benzenesulfonamide; 

4- [l-phenyl-3- (crif luoromechyl) -lK-pyrazol-5- 

vl] benzenesulf onamide; 
4-[l-*(4-chlorophenyl) -3- (crif luoromechyl) -lK-pyrazoi- 
5 -yl] benzenesulf onamide; 
25 4- [1- (4-fluorophenyl) -3 - < crif luoromechyl) -lH-pyrazol- 
5 -yl] benzenesulf onamide; and 
4- [1- (4-mechoxyphenyl) -3- (crif luoromechyl) -lK-pyrazol- 
5 -yl] benzenesulf onamide. 

30 ,- a family of specific compounds of parcicular 

ince-est wichin Formula II consiscs of compounds and 
pharmaceucically-accepcable sales chereof as follows: 

4- [5- (4-chlorophenyl) -3- (crif luoromechyl) -IH-pyrazol-l- 

35 yl] benzenesul f onamide; 

4 - (5 -pheny 1 - 3 -( c r i f luoromechyl )- IK-pyrazol - 1 - 

vl] benzenesulf onamide; 
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4 - [ 5 - ( 4 -f luoropheny 1 ) - 3 - ( tr i f luoromethyl ) - IH-pyrazo 1 - 1 - 

y 1 ] benzenesul f onamide ; 
4-[5-(4-methoxyphenyl) -3- (trif luoromethyl) -lH-pyrazol-1- 

yl ] benzenesul f onamide; 
4 _ [5- (4. ch'iorophenyl) -3- (dif luoromethyl) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
4- [5- (4-methylphenyl) -3- (trif luoromethyl) -lH-pyrazol-1- 

yl ] benzenesulf onamide ; 
4-[4-chloro-5- ( 4 -chloropheny 1 ) -3 - ( trif luoromethyl ) -1H- 

pyrazol-1 -y 1 ] benzenesulf onamide ; 
4-[3-(difluoromethyl)-5-(4-methylphenyl)-lH-pyrazol-l- ■ 

yl] benzenesulf onamide ; 
4- [3 -.(dif luoromethyl ) -5-phenyl-lH-pyrazol-l- 

yl] benzenesulf onamide ; 
4- [3- (dif luoromethyl) -5- (4-methoxyphenyl) -lH-pyrazol-1- 

yl] benzenesulf onamide ; 
4 - [ 3 - cyano - 5 - ■( 4 - f luoropheny 1 ) - IH-pyrazo 1 - 1 - 

yl ] benzenesulf onamide ; 
4- [3- (dif luoromethyl) -5- (3-fluoro- 4-methoxyphenyl) -1H- 

pyrazol-l-yl Ibenzenesulf onamide; 
. 4- [ 5 - ( 3 -f luoro-4 -methoxyphenyl ) -3 - ( trif luoromethyl ) -1H- 

pyrazol-l-yl ] benzenesulf onamide ; 
4 - [ 4 - chloro- 5 -phenyl - lH-pyrazol- 1 -y 1 1 benz enesul f onamide ; 
4-[5- (4-chlorophenyl) -3- (hydroxymethyl) -lH-pyrazol-1- 

yl] benzenesulf onamide; and 
4 -.[ 5 - ( 4 - (N , N- dimethyl amino ) phenyl ) -3 - (trif luoromethyl) 
lH-pyrazol-l-yl] benzenesulf onamide . 

- ■ ■ ) ■ 

The term "hydrido " denotes a single hydrogen atom 

(H) . This hydrido radical may be attached, for. example, to 

an oxygen atom to form a hydroxy 1 radical or. two hydrido 

radicals may be attached to a carbon atom to forma 

methylene (-CH2-) radical. Where the term "alkyl" is used/ 

either alone or within other .terms such as "haloalkyl" and 

"alkylsulfonyl" , it embraces linear or branched radicals 

having one to about twenty carbon atoms or, preferably, one 

co about twelve carbon atoms. More preferred alkyl 

radicals are "lower alkyl" radicals having one co about ten 
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carbon acorns. Mosc' preferred are lower alkyl radicals 
having one co abouc six. carbon acorns-. Examples of 'such 
radicals include methyl, ethyl, n-propyl. isopropyl. n- 
butyl. isobutyl. sec-butyl, cerc-butyl, pencyl/ iso-amyl.. 
5 hexyl and che like. The cerm "aikenyi" embraces linear or 
branched radicals having at lease one carbon-carbon double 
bond of two co abouc twenty carbon acorns or, preferably, 
two to about twelve carbon acorns . : More preferred alkyl 
radicals are "lower alkehyl" radicals having two co abouc 
10 six carbon acorns. Examples of such radicals include 
echenyl. n-propenyi, butenyl, and the like. The term 
'. -halo- means halogens such as fluorine, chlorine, bromine 
or iodine acorns. The cerm "haloalkyl" embraces radicals, 
wherein any one or more of che alkyl carbon acorns is 
15 subscicuced with halo as defined above. Specifically 

embraced are monohaloalkyl, dihaloalkyl and polyhaloalkyl 
radicals. A monohaloalkyl radical, for one example, may , 
have either an iodo. bromo, chloro or fluoro atom within ■ 
che radical. Dihalo and. polyhaloalkyl radicals may have two 
or more of the same halo acoms or a combinacion of 
different halo radicals. "Lower haloalkyl" embraces 
radicals having 1-6 carbon atoms. Examples of haloalkyl 
radicals include f luoromechyl . dif luoromethyl,, 
crif luoromechyl, chloromechy 1 , dichloromechyl, 
25 crichloromechyi, tri chloromechy 1. pencaf luoroechyl , 
hepcaf luoropropyl, dif luoro chloromechy 1 , 
dichlorof luoromechyl. dif luoroechyl , dif luoropropyl, 
dichloroechyl and dichioropropy 1 . The cerm ■ hydroxyalkyl • 
embraces -linear or branched alkyl radicals having one to 
30 abouc ten carbon acoms any one of which may be subscicuced 
with one or more, hydroxy 1 radicals. More preferred 
hydroxyalkyl radicals are -lower hydroxyalkyl" radicals 
having one co six carbon acoms and one or more hydroxy! 
radicals. Examples of such radicals include hydroxymechyi, 
35 hydroxyechyl, hydroxypropyl, hydroxybucyl and hydroxy hexyl. 
The terms "alkoxy" and "alkoxyalkyl " embrace linear or 
branched oxy-cencaining radicals each- having alkyl portions 
of one to about ten carbon acoms, such as methoxy radical. 
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More preferred alkoxy radicals are "lower alkoxy" raaicais 
having one co six carbon acoms. Examples of such raaicais . 
delude mechoxv. ethoxy. propoxy. bucoxy and cerc-bucoxy . ... 
Tr- term - alkdxvalky 1 - also embraces alkyl radicals navinc 
cwo or more alkoxy radicals attached to the alkyl racial, 
chat is. co form monoalkoxy alkyl and dialkoxyalkyl 
radicals. More preferred alkoxyalkyl radicals are "lower 
alkoxyalkyl" radicals having one co six carbon acoms ana 
one or cwo alkoxy .radicals. Examples of such 'radicals, 
include mechoxymechyi, mechoxyechyl, ethoxyechyl, 
mechoxybucyl and mechoxypropyl. The "alkoxy" or 
•alkoxvalkvl" radicals may be further subscicuced with one 
or more- halo acoms. such as flucro, chloro or bromo, CO . 
provide "haloalkoxy" or ••haloaikoxyalkyl " radicals. • 
Examoles of such radicals include f luoromethoxy , 
chloromethoxy, cr if luoromechoxy, trif luoroethoxy , 
f luoroethoxy and f luoropropoxy . The term "aryl". alone or 
in combination, means a carbocyclic aromatic system 
concaining one, cwo or chree rings wherein such rings may 
be attached together in a pendent manner or may be rusec. 
The term "aryl" embraces aromacic radicals such as phenyl, 
naohthvl. tetrahydronaphthyl. indane and biphenyl. The term 
■heterocyclic" embraces saturaced. partially saturated and 
unsaturated heteroatom-concaining ring-shaped radicals, 
?5 where the heceroatoms may be selected from nitrogen, sultur 
and oxygen. Examples of saturaced hecerocyclic radicals 
include sacuraced • co 5-membered heceromonocylic group 
- containing 1 to 4 nitrogen acomste.g. pyrrolidinyl, 

imidazolidinyi. piperidino, piperazinyl, etc.]; saturatea o 
to 6-membered heceromonocyclic group containing 1 to 2 
oxygen atoms and 1 to 3 nitrogen atoms [e.g. morpholinyr. 
etc.]; sacuraced 2 co 6-membered heceromonocyclic group 
concaining i to 2 sulfur acoms and 1 to 3 nitrogen atoms 
(e.g., thiazolidinyi. etc.]. Examples of partially 
3 5 saturaced heterocyclic radicals include dihydrothiophene , . 
dihydropyran, dihydrofuran and dihydrothiazole . The term 
-heceroarvl" embraces unsacuraced hecerocyclic radicals. 
Examoles of unsacuraced hecerocyclic radicals, also cermea 
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-h-ceroatyl". radicals include unsaturaced 5 to e memoerec 
heceromonocyclic group containing 1 to 4 nitrogen atoms. , 
for example, pyrroiyl. pyrroiinyl. imidazoiyi. pyrazoiy,. 
2-pyridvl. 3-pyridyi. 4-pyridyi. pyrimidyl. P^«W T , 
pvridaz'inyl. criazolyi [e.g.. 4K-1. 2. 4-triazoly_; 
c-iazoiyl. 2K-i.2,3-criazolyl. etc.] cetrazoxyl ie.g. — 
cecrazolyl, 2H-cecrazolyi . ecc. ] . etc.; unsaturate, 
condensed heterocyclic group containing 1 co 5 mcrogen ,.. 
acorns; for example, indolyl. isoindolyl. indoUzzny... 
' benrimidazolyl. quinolyl, isoquinolyl, indazoly- _ 
benvotriazolyl. tetrazolopyridazinyl [e.g., tetrazclo [1,=- 
blovridazinyl. etc.]. ecc..- unsaturated 3. to, 6-memberec ■ 
heceromonocyclic group concaining an oxygen atom, ror _ 
examole. pyranyl. 2-furyl. 3-furyl, ecc; unsaturate = to 
: 6-membered heteromonocyclic group containing a suliu, avc.,. 
* for example. 2-thienvl. 3-thienyi. ecc; 

5-membered heceromonocyclic group concainzng 1 to 2 oxyg.r, 
acorns and 1 to -3 nitrogen acorns, for example . oxazo.yl.. 
• isoxazolyl, oxadiazolyl-[e:g. . 1,2.4-oxadiazoly., ..3.4-. 
0 oxadiazolyl, 1.2 . 5-oxadiazolyl. ecc] etc.; unsaturate 

condensed hecerocyclic group containing 1 to 2 oxygen a.oms 
and i to 3 nicrogen acorns [e.g. benzoxazolyl. 
benz'oxadiazolyl. ecc.]; unsaturated 5 to 6-membered 
heceromonocyclic group containing 1 to 2 sul.ur -corns anc - 
i 3 to 3 nitrogen atoms, for example, thiazolyi . chiaczazolyz 
[o g., 1.2.4- chiadiazolyl. 1.3,4-chiadiazolyl, 1.2.5- 
chiadiazolyl. ecc] etc.; unsaturated condenseo 
... heterocyclic group concaining to 2 sulfur atoms and 1. .o 
3 nitrogen atoms [e.g.. benzo thiazolyi . benzothzaczazolyl . 
30 etc.] and the like. The term also embraces radicals wnere 
hocerocvclic radicals ere fused with aryl radzcals. 
Examples of such fused bicyclic radicals include 
benzofuran. benzo chiophene. and the like. Saxd 
-het-ocyclic crouo" may have 1 to 3 substicuents such as 
35 lower alkyl, hydroxy, oxo. amino and lower alky lamzno. . 
referred hecerocyclic .radicals, include five to ten 
numbered fused or unf used radicals. More preferred examples 
of heteroaryl radicals include benzofuryl. .2,3-. 
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dihydrcbenzofuryl. benzothienyl . indolyl. dihydrcindciyl . 
chromanvl. benzopyran. thiochromanyl. benzochiopyran. 
benzodioxolyl. benzodioxanyl . pyridyl. thienyl. cmazoiyi. 
oxazolyl, furyl.. and pyrazinyl. The term "suifonyi". 
whether used alone or linked co other terms sucn as . 
alkylsulfonyl. denotes respectively divalent radical -^ 2 - 

Vlkvisuifonvl" embraces alkyi radicals attached to a 
suifonyi radical, where alkyi is defined as . above . More 
■preferred alkylsulfonyl radicals' are "lower alkyisuironyi" 
"radicals having one to six carbon atoms. Examples of such 
lower alkylsulfonyl radicals include methylsulf onyl, 
ethvlsuifonyl and prcpyisulf onyl . The term -aryisulf onyl- 
eirbraces ' aryl radicals as defined above, attached to a 
suifonvl radical. Examples of such radicals include 
ohenylsulfonyi. The terms "sulfamyl," "aminosulf onyl - anc 
■sulfonamidyl'.- whether alone or used with terms sucn as 
-N-alkylaminosulf onyl" , -N-ary laminosuif onyl" , "N,N- 
dialkylaminosulfonyl- and -M-alkyl-N-arylaminosulf onyl" , 
denotes a sulfonyl radical substituted with an amine 
r-adical. forming a sulfonamide ( -S0 2 NH 2 ) - The terms "N- 
alkvlaminosulfonyl" and "N,N-dlalky laminosulf onyl " denote 
sulfamyl radicals substituted, respectively, with one alxy- 
-ad^cal. or two alkyi radicals. More preferred 
alkvlaminosulfonyi radicals are "lower alkylaminosulf onyx " 
radicals having one to ■ six carbon- atoms . Examples oz sucn 
lower alkvlaminosulfonyi radicals include N- 
methy laminosuif onyl. M-ethyiaminosulfonyl and N-mechyl-N- 
" ethylaminosulfonyl. The terms »N-ary laminosuif onyl" ana 
•N-alkyl-N-ary laminosuif onyl » denote sulfamyl radicals 
substituted, respectively, with one aryl radical, or one 
alkvl and one aryl radical. More preferred N-alkyl-N- 
ary laminosuif onyl radicals are "lower N-alkyl-N- 
arylsulfonyl" radicals having alkyi radicals of one to six 
carbon atoms. Examples of such lower N-alkyl-N-aryl 
i aminosulf onyl radicals include N-mechyl-phenylaminosuliony- 
and N-echyl-phenyiaminosulfonyl The terms "carboxy" or 
-carboxvl". whether used alone or with other terms, sucn as 
"carboxyalkyl-. denotes -C0 2 K., The terms "alkanoyl" or 
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"carboxyalkyl" embrace radicals having a carboy radical as 
defined above, ace ached co an alky 1 radical. The alkanoyi 
radicals may be subscicuced or unsubscicuced, such as 
formyl. acecyl. propionyl (propanoyl) . bucanoyi (bucyryl) . 
isobucanoyl (isobucyryl) , valeryl (pencanoyl) , , isbvaleryl. 
pivaloyl, hexanoyl or che like. The cerm "carbonyl", 
whecher used alone or with ocher cerms, such as 
"alkylcarbonyi" , denoces - (C=0) - . The cerm • alkylcarbonyi" 
embraces radicals having a carbonyl radical subscicuced 
wich an alkyl radical . More preferred alkylcarbonyi 
radicals are "lower alkylcarbonyi" radicals having one cb 
six carbon acorns. Examples of such radicals include 
mechylcarbonyi and echylcarbonyl . The cerm 
"alkylcarbonylalkyl". denotes an alkyl radical subscicuced 
15 wich an "alkylcarbonyi" radical. The cerm "alkoxy carbonyl " 
means a radical cencaining an alkoxy radical, as defined 
above, accached via an oxygen acom co a carbonyl radical. 
Preferably, "lower alkoxycarbonyl" embraces alkoxy radicals 
having one co six carbon atoms. - Examples of such "lower 
20 alkoxycarbonyl" escer radicals include substituted or 
unsubscicuced me choxy carbonyl, echoxy carbonyl, 
propoxycarbonyl , butoxycarbonyl and hexyloxycarbonyl . The 
cerm "alkoxycarbonylalkyl" embraces radicals having 
"alkoxycarbonyl", as defined above subscicuced co an alkyl 
radical. More preferred alkoxycarbonylalkyl radicals are 
"lower alkoxycarbonylalkyl" having lower alkoxycarbonyl 
radicals as defined above accached co one co six carbon 
acorns. Examples of such lower alkoxycarbonylalkyl radicals 
include mechoxycarbonylmechyl, c ere -bucoxycarbony le thy 1 , 
30 and me choxycarbonyl echyl . The cerm "aminocarbonyl" when 
used by itself or wich ocher terms such as. 
"aminocarbonylalkyl". »N-alkylaminocarbonyl" , "N- 
arylaminocarbonyl" . "N,N-dialkylaminocarbonyl" , "M-alkyl-M- 
arylaminocarbonyl" . "N-alkyl-N-hydroxyaminocarbonyl" and - 
35 -N-alkyl-N-hydroxyaminocarbonylalkylr. denotes an amide 
group of che, formula -C(=0)NH2v The cerms "N- 
alkylaminocarbonyl" and -N,N-dialkyiaminocarbonyl" denoce 
aminocarbonyl radicals which have been subscicuced with one 
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alkvl radical and wich two alkyl radicals, respectively. 
More preferred are "lower alkylaminocarbonyl" having lower 
alkvl radicals, as described above attached to an 
aminocarbonyl radical. The terms "N-aryiaminocarbonyl; 
-N-alkvl-N-aryiaminocarbonyl- denote aminocarbonyl radicals 
substituted, respectively, with one aryl radical, or one 
alkvl and one aryl radical. The term "aminocarbonylalkyl" 
embraces alkyl radicals substituted with aminocarbonyl 
radicals. The term -N-cycloalkylaminOcarbonyl" denocea 
aminocarbonvl radicals which have been substituted wich. at 
I.a.c one cvcloalkyl radical. More preferred are "lower 
cycloalkylaminocarbonyl" having lower cvcloalkyl racicals 
o'f three to seven carbon atoms, attached to an 
aminocarbonvl radical. The term "aminoalkyl" embraces 
alkvl radicals substituted with amino radicals. The term 
-alkvlaminoalkvi" embraces aminoalkyl radicals having the 
nitrogen atom substituted with an alkyl radical. The term 
■amidinb" denoces an -C(=NK)-NH 2 radical. The term 
-cvanoamidino" denoces an -C (=N-CN> -NH 2 radical. The term 
•h-terocyclicalkyl" embraces hecerocyclic-substituted alkyl 
radicals. More preferred heterocyclicalkyl radicals are 
-tow- heterocvclicalkyl" radicals having one to six caroon 
atoms and a heterocyclic radical. Examples include such 
radicals as oyrrolidinylmethyi , . pyridylmethyl ana 
25 thienvlmethyl. The term, "aralkyl" embraces ary 1 - subs ti tut eo 
alkvl radicals. Preferable aralkyl radicals are "lower 
a-alkyl" radicals having aryl radicals attached to alkyl 
" radicals having one to six carbon atoms. Examples of such 
radicals include benzyl, diphenylmethyl, triphenylmethyl, 
30 ohenylethyl and diphenyl ethyl. The aryl in said aralkyl 
may be additionally substituted with halo, alkyl. alkoxy. 
halkoalkvl and haloalkoxy. The terms benzyl and 
Dhenvlmethyl are interchangeable. The term "cvcloalkyl" 
embraces radicals having three to cen carbon atoms. More 
35 preferred cycloalkyl radicals are "lower cvcloalkyl" 
■ radicals having three to seven carbon atoms. Examples 
include radicals such as cyclopropyl, cyciobutyl, 
eyciopentyl, cyclohexyl and cycloheptyl. The term 
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"cvcloalkenyl" embraces unsacuraced cyclic radicals having 
three' to cen carbon acorns, such as cycldbucenyi. 
cyclopencenyl, cyclohexenyl and cyciohepcenyl . The term 
■"alkylthio" embraces radicals containing a linear or 
branched alkyl radical, of one to cen carbon, atoms, 
accached co a divalent sulfur acorn. An example of 
-alkylchio" is mechyichio, (CK3-S-) . The cerm 
-alkylsulfinyl" embraces radicals containing a linear or 
branched alkyl radical, of one co cen carbon acoms. 
attached co a divalenc -S(=0)- atom. The cerm "aminoalkyl" 
embraces alkyl radicals substituted with amino racicals. 
More preferred aminoalkyl radicals are "lower amir.caikyi - 
having one to six carbon atoms. Examples include 
aminomethyl. aminoethyl and aminobutyl. The cerm 
■alkvlaminoalkyl" embraces aminoalkyl radicals having tne 
nitrogen atom substituted with at least one alkyl radical. 
More oref erred alkvlaminoalkyl radicals are "lower 
alkylaminoalkyl" having one to six carbon atoms attached to 
a lower aminoalkyl radical as described above. The terms 
"N-alkylamino" and "N, N-dialkylamino " denote amino groups 
which have been substituted with one alkyl radical and with 
cwo alkyl radicals, respectively. ..More preferred 
alkylamino radicals are "lower alkylamino" radicals having 
on o or two alkyl radicals of one co six carbon atoms, 
attached to a nitrogen atom. Suitable "alkylamino" may be 
mono or dialkylamino such as N-mechylamino. N-ethylammo, 
N.N-dimethylamino. H.H-diechylamino or the like. The term 
■arylamino" denotes amino^ groups which have been 
" subscicuced with one or two aryl radicals , such as N- 
30 ohenylamino. The "arylamino" radicals may be further 

substituted on the aryl ring portion of the radical. Tne 
cerm "aralkylamino" denotes amino groups which have been 
. substituted with one or two aralkyl radicals, such as N- 
benzyiamino. The "aralkylamino" radicals may be further 
35- subscicuced on the aryl ring portion of the radical. The 
■■ terms "N-alkyl-N-arylamino" and »N-aralkyl-N-alkylamino" 
denote amino groups which have been substituted with one 
aralkyl and one alkyl radical, or one aryl and one alkyl 
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radical, respectively, to an amino group, the terms 
arvlaminoalkyl" and -N-aralkylaminoalkyl - denote amine 
groups which have been substituted with one aryl radica • or . 
one aralkyl radical, respectively, and having the a-ir.t 
5 grouo attached to an alkyl radical. More preferred 

arvlaminoalkyl radicals are "lower aryiaminoalkyi" having 
che arvlamino radical attached to one to six carbon atoms. 
Examples of such radicals include N-phenylaminomethyi ana 
N-ohenvl-N-mechylaminomethyl. The terms "N-alkyi-N- 
LC\ arvlaminoalkyl" and - N -aralkyl-N-alkylaminoalkyl" denote. 
alkyl-N-arylamino and N-alkyl-N-aralkyiamino groups, ^ 
respectively, and having the amino group attached to ai.kyi 
radicals. The term »acyl", whether used alone, or within a 
term such as "acylamino". denotes a radical provided by the 
is -sidue after removal of hydroxy 1 from. an organic acid. The 
term "acylamino" embraces an amino radical substituted with 
an acyl grouo. . An examples of an "acylamino" radical is 
acecylamino or acetamido (CH 3 C(=0) -NK-) where the amine may 
be further substituted with alkyl. aryl or aralkyl. The 
20 term "arylthio" embraces aryl radicals of six to ten carbon 
atoms. attached to a divalent sulfur atom. An example or 
-arylthio- is phenylthio. The term -aralkylthio" embraces 
aralkyl radicals as described above, attached to a divalent 
sulfur atom. An example of "aralkylthio" is benzylthio. 
25 The term "aryioxy" embraces aryl radicals, as defined 
above, attached to an oxygen at6m. Examples of such 
radicals include phenoxy. The term "aralkoxy" embraces 
• oxv-containing aralkyl radicals attached through an oxygen 
atom to other radicals . More preferred aralkoxy radicals 
30 are "lower aralkoxy- radicals having phenyl radicals 

attached to lower alkoxy radical as described above. The 
term "haloaralkyl" embraces aryl radicals as defined above 
attached to haloalkyl radicals. The term 
«carboxyhaloalkyl i embraces carboxyalkyl radicals as 
"25 defined above having halo radicals attached to the alkyl 
portion. The term -alkoxycarbonylhaloalkyl" embraces 
"alkoxycarbonyl radicals as defined above subscicuced on a 
haloalkyl radical. The term -aminocarbonylhaloalkyl' 
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embraces aminocarbonyi radicals as defined above 
subscicuced on a haloalkyl radical. Thecerm ^ 
-alkvlaminocarbony lhaloalkyi - embraces alky laminocaroony x . 
radicals as defined above subscicuced on a haloalkyl 
5 radical. The term -alkoxycarbonylcyanoalkeriyl" emoraces 
alkoxvcarbonyl radicals as defined above, and a cyano 
radical, both substituted on an alkenyl radical. Thecerm 
.ca'rboxvalkVlaiainocarbonyl- embraces aminocarbonyi racicals 
. subscicuced wich carboxyalkyl radicals, as defined aoove. 
10 The term " aralkoxycarbonylalkylaminocarbonyl - emoraces 

aminocarbonyi radicals substicuced with aryi-subscitutec 
• alkoxvcarbonyl radicals, as defined above. Thecerm 

.cvcl'oalkvlalkyl- embraces cycloalkyl radicals having cnree 
co cen carbon acorns accached co an alky 1 radical, as 
15 defined above. More preferred cycloalkylalkyl radicals are 
•lower cycioalkvlalkyl" radicals having cycloalkyl raaica.s 
accached co lower alkyl radicals, as de fined. above. . 
Examples include radicals such as cyclopropylmethyl. 
cvclobucylmechyl. and cyclohexylechyl . The cerm 
20 -aralkenyl" embraces aryl radicals accached to alkenyl 
radicals having cwo co ten carbon acorns, sucn as 
phenylbucenyl. and phenylechenyi or scyryl. 

The present invencion comprises a pharmaceucicai 
05 composicion for che -.reacmenc of inflammation and 

inflammation-associaced disorders, such as arthritis, 
comprising a therapeutically -effeccive amount of a compouno 
of Formula I in associacion wich ac lease one 
pharmaceucically-accepcable carrier, adjuvanc or ailuenc. 

30 

The present invencion also comprises a 
cheraoeucic mechod of treacing inflammacion or _ 
' inflammacion-associaced disorders in a subjecc, the metnoo 
comorising adminiscering co a subjecc having such 
' 35 inflammacion or disorder a" cherapeutically-ef f eccive amount 
of a compound c: Formula I. 
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Also included in che family of compounds of 
Formula I are the pharmaceucically-accepcable salts 
thereof. The term -pharmaceucically-accepcable sales - 
embraces sales commonly used to form alkali mecai sales and 
5 co form addition sales of free acids or free bases. The 
nature of the salt is not critical.- provided that ic is 
pharmaceucically-accepcable. Suitable pharmaceucically- 
accepcable acid addition salts of compounds of Formula I 
may be* prepared from an inorganic acid or from an organic. 
10 acid. Examples of such inorganic acids are hydrochloric, 
hydxobfomic. hydroibdic.. nitric, -carbonic, sulfuric and 
. phosphoric acid. Appropriate organic acids may be selected 
from aliphatic, cycioaliphacic, aromatic, araliphatic, 
heterocyclic, carboxylic and sulfonic classes of organic 
15 acids, example of which are formic, acetic, propionic, 
succinic, glycolic, gluconic, lactic, malic, tartaric, 
; cleric, ascorbic, glucuronic maleic, fumaric. pyruvic, 
aspareic, glucamic. benzoic, anchranilic. mesylic. 
salicyclic, salicyclic. 4-hydroxybenzoic, phenylacecic. 
20 mandelic, embonic (pamoic) , meehanesulf onic, 

eehanesulfonic, benzenesulf onic, paneoehenic, .2- 
hydroxyeehanesulfonic, toluenesulfonic, sulfanilic, x 
cyclohexylaminosulfcnic, stearic, aigenic, P~ 
hydroxybucyric, .salicyclic, aaiactaric and galaccur onic 
25 acid. Suitable pharmaceutically-accepeable base addition 
sales of compounds of Formula - include meeallic sales made 
from aluminum, calcium, lithium, magnesium, pocassium, 
" sodium and zinc or organic saits made from N.N" - 
dibenzyleehyienediamine , chlorcprocaine, choline, ■ 
30 dieehanolamine. eehyienediamine, meglumine (N- 

methylglucamine) and procaine. All of these salts may be 
prepared by conveneional means from ehe corresponding 
compound of Formula Z by reaceing, for example, che 
appropriaee acid cr base wieh the compound of Formula I. 

*35 
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GENERAL SYNTHETIC PROCEDURES 

The compounds of the invention can be 
synthesized according to the following procedures of 
5 .Schemes I -VIII. wherein the R 1 -?. 7 substituents are as 

defined for Formula I, above, except where further noted. 

SCHEME ' I 



. II 3ass, -73°C 
R CCK 3 

TH7, R 3 X 



R* — 



|| Base 
CCK 2 R 2 



acvl&tion v 0 

O 



4-R A NHNH 2 



Alcohol , A 




. Synthetic Scheme I shows the preparation of 
tetrasubstituted pyrazoles from starting material 1. In 
step 1 of synthetic Scheme I , the phenyl -methyl ketone (U 
15 is treated with a base and an alkylating reagent (?. 3 X, 

where X represents a leaving group such as' tosyl) to give 
the substituted ketone (2). In step 2, the substituted 
ketone (2) is treated with, base, such as sodium me thoxide, 
and an acylating reagent such as an ester (R 2 C0 2 CH 2 ), or 

20 ester equivalent { R 2 CO- imidazole , to give the intermediate 
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diketone (3) in a procedure similar co that developed by 
Reid and Calvin. J. Amer. Chem. Sac. , 72 . 2948-2952 
(1950) . in step 3, the diketone (3) is reacted with a 
substituted hydrazine in acetic acid or an alcoholic 
solvent to civs a mixture of pyrazoles . ( 4 ) and (5). 
Separation of the desired pyrazole (4) can be achieved' by 
cr.roraacography or r eery stall izat ion. - 



, 10 



o 
II 

Rf— "CCHj 



SCHEME/ II 



Base 



P^COnCKl 



R2 



o 



4-R 1 NHNE; 
• EtOK. A 
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Synthetic" Scheme II shows the- preparation of . 
compounds embraced by Formula I. where is a hydrogen 
15 acorn. In step 1. ketone (1) is treated with a base. 

preferably NaOMe or NaH. and an ester, or ester equivalent. 
- ito form the intermediate diketone (6) which is used without 
further purification. In step, 2. diketone (6) in an 
anhydrous protic solvent, such as absolute ethanol or 
20 acetic acid, is treated with the hydrochloride salt or the 
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free base of a. substituted hydrazine at reflux for 10 to ^ 
hours to afford a mixture of pyrazoles (7) and (8). 
R-crvstallization from diethyl ether/hexane or 
chromatography, affords (7). usually as a light yellow or 
can solid. 

Scheme III 




N&OC:-:-. . MeOK r 
R : CO;CH;CK:. , ether 




4-R 1 NKNK: 



EtOKi A 





10 



15 



11 



12 



. synthetic Scheme ill shows the procedure for 
oreoaration of 4 . 5-dihydrobenz (g] indazole compounds 
"embraced by Formula I . In seep 1. ethyl trif luoroacetate xs 
reacted with base, such as 25% sodium methoxide in a procrc 
solv-nt. such as methanol, and a 1-tetralone derivative (9) 
to give the intermediate diketone (10) • In step 2 . the 
diketone (10) in an anhydrous protic solvent, such as 
absolute ethanol or acetic acid, is treated with the tree 
base or hvdrochloride salt of a substituted hydrazine at 



reflux for 24 hours co afford a mixture. or py 
and (12) . Recryscallization gives the 4.5-dihydro 
benztglindazolyl -benzene sulfonamide (11) . 

Sclieme IV 



razoles (ID 




Cb 



AcOH 




7 13 

Synthetic Scheme fv shows the preparation of 
pyr-oie comoounds (13). where r3 is chlorine, from the 
available pvrazole compounds (7), where r3 is hydrogen. 
Chlorinat ion results from passing a stream of chlorine gas 
at room'temperature through, a solution containing (7). 

Scheme V 



14 
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CN 1) R J CK : M 



2) hydrolysis 



1) R J CH : M 



A1C1 2 




18 



2) oxidation 
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Synthetic Scheme v shows the preparation of 
substituted ketones 18 which are noc commercially 
available as used in Scheme I. The ketones can be prepared 
by standard Friedel-Craf t acylation of the starting 
subscicuced benzenes 14 with acid chlorides or anhydrides 
15. Alternatively, the ketones can be prepared from 
oheriylcarbonicril.es 16 by standard organometal lie 
"techniques, where M represents metals such as lithium, • 
macnesium, and che like. An alternative organometallic . 
rouce is shown from the aldehydes 17 where M represents 
mecals such as lithium, magnesium, and the like- Oxidation 
with a suitable oxidizing agent, such as Cr0 3 . follows to 
produce the kecones . • 

Scheme VI . j .. 

,^J^ R I ^ MaOK . R<^£^R 2 

20 



20 



R" 

19 




NHNK 2 • KCl 
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Synthetic Scheme VI shows an alternative .. . 
regioselective method of constructing the pyrazole 21. 
Commercially available enones 19 can be epoxidized to give 
eooxykecones 20. which are treated with 4- 
sulfonamidophenylhydrazine hydrochloride to provide the 

pyrazole 21. 
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Seh. erne VII 



NSO: 




i- HH0 3 . 

; 1 rscu=-ior. 



K2NSO2 




o- 
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Synchecic Scheme VII shows che preparacxon o ; . 
ov-azoles 23 (where R 4 is 3-amino-4-sub S cicucea Phenyl. 

scarcina serial 22. .ppropriace 5- (4-subsccuceo 
^Lpyrazo/es can be nicraced nexc co che R-group unoer 
' tlLdafd nicracion condicions and che nicro group reoucea 
co che amino group. Preferably wich hydrazine ana Pa/C. 
The. amino compounds can be furcher manipulacea by 
elkylacion of che amino group. 

Sch.eme VIII 



K-.NSO-* 




N^CO,P. 



1) reduce ion 

2 ) Oxidat ion 



K->NSO; 





tT CKO 



24 



KnNS0 2 - 




25 



Nucleophile 



26 
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Svnchecic scheme VIIX shows che preparaci^ ^of ^ 
J ■ ,. m _. c . rs 24. Reduction or Che e— e. zs 

followed bv oxiaacion, pre^eraDiy wav. ^ 
mlvat 25 various nuclsophiles (such as nydroxama.es 
' ^TT^l compounds, oan he condensed wic, one 
Sehyde co 9 iv. one desired o*i~. or. olecxns 2«. 

. «» souowin, ^^t^T^s or 
0 descriptions of Che fcecnoos « p.^-«-^ ^ 
Koreas l-II. These deca, ed --^^ Gineril 
scope, and serve co inve ncion. 
synchecic Procedures wnich corm pa.c o _ illus « a cive 

Th .s. decailed descripcions are press nu«_ o- ill 
L5 purposes only and are. -^ncenoed as are ^ 

^ ctmc ie an abbreviation for Hign --soj. 
indicated. KKMS is an _ ■ esen - s -not 

spectrometry. I* Che following tables. 

20 determined" . 



t 
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Example 1 



. 10 



15 



H,N 




4 .. ( 5-(4-Chlorophenyl)-3-(tr.ifluoro»eth y l) 
IH-pyrazol-l-yllbenzenesulfonamide 



nn of 



20 



/ 52 c. 166 mmol) was 
Ethyl crifluoroacecate (23.5^ g, . 

0 U=.d in a 500 ^chree-necKed round ««K ^ 

— " 7 
^cirred solution was adaed .25* so period. Next 

4'-chloroacecophenone (23.-1 g. ^ reaction 

i .,har on mLI, ana aaaea to tn- 
methyl cerc-bucyl ecner ..0 - overni9 hc .15.75 

oropwise over 5 «»««.,. ^/"^ ° rginic lay er was 
. , -»m Kf-i (70 roll) was- aaaea. -ne o-y<« .. . . 

hours) . 3N hCl (70 tra, _ ^ MgSQ4# . . 

collected, wasnea witn P-ine ( nu, 

. rnnr( ,ri, ra ^d in vacuo to give a 35.09 g • os 
filtered, ana concentre— a - „ a m, e d f^om 

o C nHd "-h» solid was recrystalla-zea — ° 
vpllow-orange solia. =v c7°r 

yellow o ls V -(85%) of the dione: mo. 60 -67 

iso-octane to give 31. So g (85%) 



25 



' 4-sclohona.idophenyl^dra.ine hydrochloride (962 

solution oe 4.4, 4-cntiuo-u 



t « 
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- c-oo i (1 00 g. 4.0 tnmol) in echanoi I3C 
i 3-dione rrom Seep i ij-.uu y. _^ 

i . Th e reason was neaced CO ««« ".l £ 

hours . (KPLC area percenc showea a .9 . = a o, . ■ 

chlorophenyl.-3-.criiluoro.echyl.-lK-pyrazol-.- 

5 .. 1)b enzenesulfonamide co ics regioisomer <4-U-<- 

"chlorophenyi, -5- mrifluoromechyll -1-pyrazo-- _ 
vMb««n..ul t on«^d.l. Afcer cooling co room c-P- — - • 
reaction mixcure was concencraced in -cue. Tne 

■ ;. liau . was caxen up in ethyl acecace . wasnea wrch — . 
,0 'and wich brine, dried over MgS04. fil.cerea. and _ 

■ .oncencraced in vacuo co give a lighc brown solia ^ - a. 

- - ar prate and iso-occane uC c 

-ocrvstallized from ecnyl acetate 

che oyrazole (1.28 g. 80%. mp 143-1,= CI - «- c _ 

-. - — -I uas a oo 5:0.5 mixcure or 4-U 

che Durifiea maceriei was a — ..a-v 
15 =:nlo'rop h enyl,-3- l crifiuoro m echyl.-l-,-Pyrarol-.-^ 

vlibenzenesuifonamide co ics ™o^- * f , 4< , 

.C0C13/CO3O0 X0/l>.*5.2 . ; n, , 

■^• i ': , :.S:.Ln-.'i5c%- £ 

126.9. 127 - 3 ' f (Cir , 3/ cD^OD 10/1) d -62. S. E 
j _ 37 Hz), 144.0; 1S ? tIMP - lCu — ■> /v - v ^ 



GC-MS M+ = 401 



25 



Example 2 



o o 



K:K ' XX. 



K-X 




C?- 



4- [5- (4-Methylplieayl J -3 



30 lH-pyrazo 



1-1-yl] benzeaesu 



lfonamide 



t • 



"3 

^vfTnor r t" i'-=r"- 1 - 3-riion . a 



ic i-r to "5 nuaol) was 
4 • -Methylacecophenone (5.2. g. 3... mn _ _ 

S dissolved in » ~ o £ -=^ ^"TITJL £" 
^v, so diu* .echoxide in methanol (2=%, ^was « 

.. -ixcur. was stirred <«'■ .^ t :; S ^ 1 l tia9 tor 24 

•rhv' Crifluoroacetace was aooed. »— r - 
e.ny- c- . . room temperature ana 

, hours., Che mixture was cooleo to to mi xcure 
10 concentrated. 100 W HCl was. adoad and ^ 
extracced with 4 X 75 * ethyl acecate Tne ex t act 
dried over HgS04. tiltered and concen.ra.eo .o.itzo 

/ , . >, ..-,<= carried on wichouw 

g (94%) of a brown oil whicn was ca— ea 

further purification.. 



15 - V f^- f/l.Tnor 'nvlr]^fri v1U ^" 



20 



25 



To the dion. rrom step 1 .4.14. in 
75 * absolute echanol was added 4.26 , 119 

uas teauxed under^gon or ho -s^^^ ^ _ 

room cemperacure and -lice— ng. so i id The 

' » ' - *• i g of an orange sona- 
.oncencrated t^a £ ror • . ° o chloride/he _ to 

solid was recryscaiii-ea *. vello 
- t ' of che oroducc as a pa±e y<=- 

solid: mp 157-159 C. ,«na 3 .81; N. 

53.54, E.-. 3.70; N. 11.02, Found: C, 53.17. H. 

30 10.90. 



7 4 

Example 3 




H 2 NS0 2 ' 




N CF 3 



5 : 4- [5- (3 , 5-Dichloro-4-methoxyphenyl> -3- 

: (ttifiuoromethyl)-lE-Py«201-l- ; 

yl ] benzene sulfonamide 

SEeajL^. sr a garaiLLy 3 5-^0^ pro -4 . -. 

,To a cooled solution (O'C) of 7 .44 g (55 .8^1) 
A1C13 in 25 mL of • CH 2 Cl 2 under argon was added 2.5 mL o. 

3 , frer st ^ing for 0.5 hours, 

acetic anhydride dropwise. After st... -ng . 

■ -., c-dich 1 oroanisole was adaec 

15 4 13 a (23 .6 mmol) of 2, 6-aicn-oiw «•-•_• 
' • dropwLse. x h , reaccipn was S tir«d « 0_-c ^ur ^ 

warmed to room temperature ana Syi-r— -9- 
. reaction was ooured into 6 • mL cone: hydrochlb^c ac.o 80 m- 
iCe water. The aqueous phase was extracted with ethyl 
n y 7 5 mL) r h e combined organic washes were 
20 acetate (3 X 7a mL.) . a ff«rd th» 

dried over « 9 S0 4 . filtered, and gripped to * • 

crud . produce as a yellow oil. ^analysis J^V^ 
. acylation only occur.d para . CO th. methoxy. The 
was used without any further purification. 

i -v i Then sga&SlU f on 1 S£ 



25 



t t 



/ D 



- . rA c nrpoared in che same 
Th^ tide corupounc was p-ep^-^ • 

, - - tot3S i and 2 and was purified ca - 
manner as Example 2, Seeps i a rn a-forc 

« U, B. 2.91,. ». -e.«. Found: C. 42.03: «..«.»«. - 



8.45. ' 

Example 4 



id 



•MeQ 



K 2 NSO : 




CF-. 



ka „ wl \ _3_ ( trif luoromethyl ) 
4 . [5 -(3-Etliyl-4-methoxypbenyl) 3 l«n 

lH-pyrazol-l-yllb«" ne8ulf0namide 

£rsaara£ j on o^ ^y 1 ^ .^v^-rn^or . a 



15 S&fiB 



A1CM (4.9 a, 36.8 mmol) was added co a solution 

. ' , „;. P i«4 nimbi) in methylene chloride 
Q f 2-echylanisole (2.3 g. " uulJ . 

1 rhl „Hd» (1 3 mL, 18.4 mmol) was aaaed 

(50 bL). Acetyl chloriae a.J . . hen scir r e d a: 

20 droowise co Che reaction mixcure. wh.cn was .hen «^ . 
Veflux for 0.5 hours. Af cer- cooling, co room cemperature. 
th Teaccion was poured ove, crushed - and followed^ 
with a mechylene chloride/wacer excraccvon The organic 
laver was dried over magnesium sulface, fUcered and 

Y . tho c -ud» p-oducc was chromacographed on a 

25 concencracec. The c.uo P- . . aceC ace/90% 

4000 micron chromacocron place witn x * 

--~~a ? ~K a of desired maceriai- 
hexahe as eluanc co arxora 2.3 g o. . - 



t 



t 
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cle compound was prepared using che 



.. The ci_ _ . 

procedure' described in Exarnple 2. . Ste^s 1 § 
• caicd for C 19 H 18 N303SF 3 : C =3.o4; - . ••2- 
%6und: C. 53.69; K. 4 . 3 6 ; N. ■•.9.88 . — *, ■ ;• " 



10 



Example 5 



MeS 



, H 2 NS0 2 - 




15 



4 _ t 5-(3-Hetnyl-4-methylthiophenyl)-3- 
(trifluorometHyl)-lH-pyrazol-l- 
yl] beazenesulf onamide 




20 • Methyl iodide .0.5 -.. e.X mcU and POC.ss.u~ 
■ carbonac.-<X.X- , • X . -oi, were added ^.^^W^ 

chiocresol ,1.0 .,. *.l -oX, in 10 * or ^ J 

was stirred at 50 "C for 4 hours and poured 
" water. The or 3 anic layer -as separate*. . ««* 
25 cesium sulfate and concentrated to atrord X.X g 

desired material. 



t • 



The cicie compound was prepared using che^ 
Procedures found in Example 4, Seeps ■ ^ ^ 
calcd. for Ci 8 Hl-6N 3 OiS2F3-.- C. 50.5a. 
5 Found: C. 50 . 84 ; K. 3 • 6? ; N» S . 

Example 6 



10 



20 



25 



MeO. 




s'r-eo 



H 2 NS0 2 - 



4 - [5 - ( 3 - ( 3-Propenyl ) -4 -metHoxypbenyl ) -3 - 
(trif luoromethyl) -lE-pyrazol-l- 
yllbenzene sulfonamide 

-^viAe (3 2 o, 56.8 nmoir. was added 
Pocassiuir. nycro.iae (3-.^ g. ■ . 

co a solution of 3 -ally 1-4 -hydroxyacecophenone (10 9. 5-8) 

n 125 2 TKT-: Dimechyl sulface (excess) was addec ana .he- 
^ a L was scirred ac SO'C for IS ^ * «^ 

.^.ori and ooured inco EtOAc and water, 
was cooled, concer.cra.ea and. pou. 

.onaraced and washed with ailuce 
The organic layer was se?a.ac.u ^-oWai • 

odiun hydroxide co S ec rid of unreached scarcm^ace. . 
The echyi.acecace layer was dried and concer.cracea CO 
afford 9.2 S o£ 3-aUyl-4-nvechox y acecophenoae. 



t 
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Th e cUi. ==mP°und was prepared using the ^ 

pI0 cedures described X-^^^*^ - _ 
calc'd for C 2 oHi 8 N3?303S: }C.. 5>» ■ 
5 Found: C. 54.70; K. 4.12; N. 9.43. 

Example 7 



10 



15 



20 



MeQ 




H 2 NS02 



4 - [ 5 - ( 3 - P ropy 1 - 4 -metboxypneny 1 ) -3 
(trifluoromethyl) -IH-pyrazol-l- 
;enesulf ocamide 



yllbenz* 




T0 a solution cf the produce in sample 6. Seep 
1 (3 X7.0 -X. in 50 «. of ecnanol was added. 

- .i o^/r Th» reaccion mixture wo*. 

cacalvcic amounc or 4% Pd/C. Tne _ • 

y an room cemperature ac 5 ps. 

stirred „ a ^ ~ r . aGcion . was f ileered and 

hydrog en for 0 5 hours- -h 3 _ propyl . 4 - m echo*y 
concentrated to atrora % y . - 
ecetophenone. 

25 - - * nr"- ^ers^^li^X^^^ 



t «* 
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■ The cide compound was prepared" us^ the ^ 
procedure described in Example 2 ^ - • ^ fi> 
calcd. for C*0*20»3*3O39- C ' 5 - bo ' 
Found: C.' 54.34;- K', 4 65; H. 5-52. , 



5 



15 



80 

Example 8 



H 2 NS02 




methvl - 4 -metHoxypbenyl ) - 3 - 
4- [5- (3-Cyclopropylmetnyi 

(trifluorometbyl)-lE-pyrazol-l- 
yllbenzenesulfonamide 



■2LSS- 1 



or P nara n "T1 ° 7 rvrig " f 



1Q r rt 10 war°rnnh''nQn& 



20 



25 



TO. solution of Che produce in 
, {3 „ „.« »ll ana calcic Pd ( 0*c>2 - 20 * -«0 

consumed. The reaccion v,as fiice.ea, 

- , n . 4QO0 macron chroitvacocron pla-e ^ U V 

chromatographea on o 4000 m.c . . d »sired ketone 

.EX/80% hexane as eluanc) co arrora 2.5 g of a.si 

" ^l,, ll ,.-- tl .-.W-r-.r.-v^„n r n^.- n v1.v-l H- 

The cicle compound was prepared usin, che^^ 

pro cedures described, in £ ™% \ % ^ . 

calc'd. for C 21 K20N3?3SO 3 : <=• 5a.B/. 

- r o=. « 4.27; N, 9.30. 

rouna: C. 3??e3» 



r 



* 
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Example 9 



NO2 



h 2 nso 2 




GF 3 



10 



15 



4. [4-Methyl-3-nitrophsnyl) 3.1C..1* 

. pyrazol-l-yllbeazcnesulfonamide 

To a solution" of che produce of Example 2 (500 
mg , ,.31 mmol) in 5^ of sulfuric acid w^ea^c 
acid (0 6 mL, 1,31 mnvol) and the reaction was stxr.ee 
t Z temperature for 0.5 Hours. ^mixture wa, Pourea 

over ice, the solid precipitate ^ ^f E ^ c/80% - 

chromatcgraphed on a 4000 micron plate (20% 

„ aseluant, co afford U0 mg or 

Anal, calc'd for C l7 h 13 N 4 0 4 SF 3 . 

13.14. Found: C. 47.86; K. 2.81; N, 13-15. 

Example 10 



20 




CF3 



H 2 NS0 2 ' 



. . ', / - T-if luoromethyl ) 
4. [5 - ( 3 -Amino-4-methylphenyl ) -3- ( .n£ luo 

lE-pyrazo.l-l-yl3be Q2enesulfOIiaB1Xde 



t 
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10 



- -i n» ©d/c was added to a 
A caualvcic amount or 10%. -d/<- _ 

of hydrazine h y drace < 0.022 « ^ ~ 

of echanol. The reaccion -ixcur. «•», ""^f "LaLle . 

n # rhe comoouna rrom Exam? — - 
mi nuces before che aaax xon o. che , mixcure was 

C100 mg. 0.23 W l) . -a cne resul ^ ^ 

refiuxed for another. 2 hours. The ^ 
-,-, c -ed through, eelice. and concencraced co _* 
._lc„ea C17K15N4O2SF3-0 -3 C0 2 : 

of cicie. compound: «n»l- «k a j. 
C , 50 . 24 ; K, 3 .61; N; 13 - 39 . Found : C , :»0 . 49 ; fc» 

13 .37. 

Example 11 



hoch 2 



15 



25 



30 



H 2 NS02- 




N CF 3 



4- [5- ( 4-Hydroxymethylphenyl ) 

IH-pyrazol-l-yllbenzenesulfonamide 



The product from Example 2. (1.13 g. 3.0 mmol) 
£nd K-bromosuccinimide (NBS . 0.64 g, 3.6 » ^ ^ 
dissolved in 40 mL of benzene and rrraaiaced wxth a UV ^anp 

. ■ •„„ was cooled co room temperacure 

for 3 hours. The reaction was coo-eu 

poured into 50 > of «*>.. The or g ani=^hase was 
seoaraced.: washed wich brine and dr.en over W.O., 
crU. oyrazole was obtained as an a*ber oil. The Oil was 
ear ned via radical band chromatography elucino wren 30% 



t f 
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■ - afford the 4-bromomechyl 
echyl acecace/70% hexane CP a.rora & sca ndir.c. 
compound as a yellow, oil wnxch crys.all3.zea S 



Crg^ ^ 



• or . , "ill 1 1 1 " 1 nr-V"^— 



15 



Th e bromo .ethyl compound .from Step 1 ^ ^ 
• -»n mT . o* acocone/4 mL of H 2 0 ana re.luxea -c_ 
dissolvea in 30 mL acta re sidue 

dissolved m 50 mL o. -tnyi 
Ths crud e product^ 

was purined vie «o*~J£ to afforG C he cicle compound 
30% echyl acetac ,70 fQr Cl7Hl4N3 03SF 3 : C". 
£S a yellow solid -a ■ _ 51 . 28; K . 3.59; 



•51-..38; K, 3.55; N# 10.57. Found 

10 !ii 



20 



Example 12 

H0 2 C 



H 2 NS02 




, T.itrifluoromethyl) " 

4 . tl . ( 4-(Xminosulfonyl)phenyl)-3 (trifl 

XH-pyrazol-5-yllbenzoic acid 



25 



30 



To che oroducc from temple U in 2 mL of 
----- M Jon-s reagent uncil an; .orange 
acetone was aooec . M ^oon ^ ^ ^ 2Q ^ of , 

color persis.ea. q ^ layer 

echyl acetate ana 20 mL or H 2 o M «ilfiic- and dried 

separated, washeo wicn saturate- soa u silica 

over ngS0 4 . Trie. crude produce was ^Iterea ttur 



f « 



34 



a-l/Celice co afford ohe cicle compound as a Y«"~*? U 
^2, 411.0507 ,calc-d for CWW2WP4SF3. "M** ■ 

Tha following compounds in Table I ware prepared 
according CO procedures similar CO. chat 
.copies 1-12. wich cne subscicucion or che apprcp-.ac. 
aceuophsrxone . 
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Example 5 5 




H 2 NSO'sf 



4 _ [ 5 - ( 4-Hydroxy-3-methylplienyl) -3- • 
(trifluoromethyl) -lE-pyrazol-1- 

yl] benzenesulf onamide * . 

To a solution of .the product of Example 41 (240 
10 rag, 0.58 mmol) in DM? (3 mL) was added NaSMe (205 ^. 2 9. 
^ol) and the mixture heated to reflux for 2 hours. The 
mixture was cooled, poured into 0.1N KCl and extract ea -.h 
EtOAc (3x) . The combined excraccs were dned over MgSQ4 
£ nd concentrated. Flash chromatography using 1:1 
IS hexane/ethyl .acetate provided 31 mg of the tit] Le compound 
^al calc'd for C17K14N3O3SF3-0.25 H2O: C. 50.80. ... 
3.64; N, 10.45. Found: C. 50.71.; K. 3.47; N. • 10 • 



20 




H2NSO2 



4- [5- (4- (N-Methylamino) phenyl) -3 - < trif luoromethyl > " 
IH-pyrazol-l-yl] benzenesulf onamide 



10 



t 



% 
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To a solution of the produce from Example 53 . 
(431 mg. 1.0 mmol) in 10 ml methanol was added 36 mg (0.1/ 
«oU ruthenium (III) chloride hydrate, followed by 1.5 «L 
30% hvdrogen peroxide (14.7 mmol) over 2 hours. Tne ^ 
reaction was ouenched with 25 mL of IK KOK in methanol ana 
concentrated to give 1.24 g of a brown solid. The so Ha 
was ourified on a prep plate, eluting with 2/97/1 
methanol /methylene chloride/ ammonium chloride to .give =2 mg 
(0.14 mmol. 12%) of the product ■ as a yellow solia. 



Example 57 



Me(Ac)N; 



15 



20 



25 




H 2 NSOjf 



N- [4- [ 1 - [ 4 - (Aminos ul f onyl ) phenyl ] - 3 - 
( t rifluo.rome t hy.l)-lH-pyra«ol-5-yl]phenyl]-N- 

methylacetamide 

19 mg (0.051 mmol) of the product from Example 
56 was treated with 0.03 mL acetic anhydride (0.32 mmol) 
and 0.03 mL triethviamine (0-22 mmol), in 3, mL methylene - 
chloride at room temperrature for 12 hours. The reaction 
mixtured was concentrated and the residue dissolved m 10 
mL ethyl acetate. After washing with brine (2 x 10 mL) . 
the solution was dried over MgS0 4 . filtered and 
concentrated to afford the title compound (18.4 mg. 74%) as 
a yellow solid: HB.MS m/e 438,0976 (calc'd for 
C.19H17N4O3SF3. 438.0974). 
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10 
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Example 5 8 




Cr 2 H 



4 - [5- { 4-Chlorophenyl ) -3- (dif luoromethyl) - 
lH-pyrazol-l-yll benzenesulf onamide 

■ Pre n? r ? -i on * * =g 4 f 1 ' IS CC = 1 ~ f 4 ~ 

Irhln t-o I rhonvll -'n itranP- 1. . .1 -d j one ■ 



Ethyl difiuoroacecate (24.82 g, 200 mmol) was 
placed in a 500 mL three-necked round bottom flask, and 
dissolved in diethyl ether (200 mL) . To the stirred 
solution was added 25% sodium mechoxide in methanol (48 mL. 
15 210 mmol) via an addition funnel over a 2 minute period. 
Next, 4f-chloroacetophenone (25.94 g. 200 mmol) was 
dissolved in. diethyl ether (50 mL) , and added to the 
reaction droowise over 5 minutes. After stirring overnight 
(18 hours) , IN HCi :250 mL) and ether (250 mL) were addea. 
20 The organic layer was collected, washed with brine (250 

mL). dried over MgSC 4 . filtered, and concentrated in vacuo 
to give 46.3 g of a yellow solid. The solid was 
recrystallized from methylene chloride and iso -octane to 
give 31.96 g (69%) cf the dione: mp 65-66 . 5°C. 

25 

<-r„ v .->.. Py»narar.i"p . 4- T *- fd-rhloi'nnh^vl 1 -3- 
Mi f1uoro?°'-nv 1 \ - 1 rf-^vT-P-rnl-1- 
vl ihpngf»"»gn If o namide' 

30 4 -Sulphonamidophenylhydrazine hydrochloride 

(1.45 g, 6.5 mmol 1.3 equivalent) and 4 , 4-dif luoro-1- [4- 
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ft 



ft 
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.chlorolphenvUbucane-i.B-dioae r^* «* > - ^ 
~» were dissolved in echanoi U. ■ 
■ M acedco reflux and stirred - cone ^ r 
» .^racure^ ^"^W 

vacuo. The residue was cak-n up {100 «L 

- • washed wi. wa-er aOO £ - 

- — "it ^onVl^enresuUona-ide <: 
vdifi luoromechy.11 > -Ifrrpy^a-?- - .. . . . 

S3%) : mp 1S5-186°C. 



v;as 



lizsc 



Example 5 9 



13 




4- [5- (3-rluoro-4-metboxypb 
IH-pyrazol-l -Y 1 ! 



enyl! r 3 - ( di f luoromethyl .) - 
benzene sulfonamide 



20 



25 



30 



, fcl ^« d . -SCO g. 0.6 mol) and 
• •^ i num.c,,ic r .a- ^ ^ ^ chf ee -necked : round 

chloroform OSO ^ -P^ £ , irr er and, cdoied oy ; 
.cotcom flask rxcceo v, « ^ solution acetyl 

means of an ice bach. -o v. - . Nowise, maintaining 

, •* ;• f«i o c 0-65'. moli was adaea copwiss. 
chloride (=1.0 9. Th£ [rdxture W as stirrec for 

^ ^"^ thV dropwise addition at 5-10* of 
-0 rainuces ac , ^ The _ mixcure was st.rrea 

•5-fluoroanisole = 5- The 
excraccea v.- j. \_ r. . • liU - 



\ 



96 



10 



• P w«~ washed with water (2x150 *L..V dried 

organic -ye.s w a concentrated vacuc to 

over anhyarous KgSO ; . - — — solid - 

o£. .3:00 He*an« were" adcec -no . «••--- 

?om ed Which was isolacedby — ~ 

: ^,c. 3 lHz«d from a mixture Oi 
•material was recryscal—z _a c , a c 2 %5 cf 

.material suitable ro*. us_ -3K) . 2 .3- 

. . - o if - 2H) , '.-3 ( c - » J 

NMR (DMSO-C5) '- s ir: " '. 

(S. 3K) . , 

' * "* . r ... . 

//1 n« a 32.7 mitiol) was 
r C hv] difluoroacecate (4.0o g. ^- ... 

; ?la cad in I 250 * -lender flasK. £ ^^oiucion 
aechyi cerc-bucyl echer £ f fo Uo«ed 

,-as added 25% sodiua mechoxxae (. : <H 9. 32.7 

0 ^ri^T^.-M coined. ^ «- 

i2x 50 *L, . dried over anhydrous «gSO,. 
„hexan.s ccprecipicace a can so xa (7.0 .. - 
-2-C; IE NMR (DMSO-d 5 l S.O (m. 3.-.1 . ..J. <- iK 
IK).' 6.5. IC. 1HI . 2.S IS. 3K). 

j ,yi |bpr -zgnSSlil f on amide . 

4 4-Difiuaro-i-(3-fluorG-4^echoxyphenyl)- 
c _ or , ■? (7 o a, 23.4 mmolV was 
bucane-1.3-dion« ^ *^ ° n ^ scirra d mixture was 
dissol ved in echanci < « *^ tvdroohloride 
aided 4--^--«;;^ a : veroi ; hc (16 hours, . The 
33 mmoi) ana- stirrea au i^- ^„, e - = Ls 

,^ -nd wacer was added uncil crystals 
mixture was ccolea & na wac- _ . £4itraci0 ii 

■ a -ho n^oduct was isolated by 

slowly appeared, -he p-oauc a light tan 

- • a-**a -a — ovide the desirea procuct as a ~ . 
ana air dnea -o .-o (DM SQ-d 5 ) 7.8 = 
solid (9.8 g, 87%): mp id9-161C. . 



«d, 2H>. 7.5 (.. 6K). 7.3-6:9 l«. 5K, . 2 . 8 Is Anal 
Calc-d for C 1 7K 14 N 3 S0 3 F3 : C/ 51.38; K. 2.55; *•» *C.P<-. 
Found: C. 51.46; K. 3.52; K. 10.63. 

Example 60 



10 



15 



20 



25 




CF;K 



4-[3-Difluoromethyl-5-(4-metlioxyplienyl)-l-E- 
pyrazol-l-yl] benzenesulfonamide , 



mi 



30 



to a scirred solution of 4-mechoxyacecophenone 
(ii 43 g. 76.11 mmol) and echyl dif luoroacecace (8.4 mL, 
10 " 4 g, 83.72 mmol) in diechyl echer (300 r-L> in a 500 mL 
,ound boccomed f lask was added sodium mechoxide in mecnano. 
(18.2 mL of a 25% solucion. 79.91 mmol). The soiucxon 
became a dark lavender color wichin chircy mihuces, ana 
chen a gray suspension wichin 1.5 hours. The reaction was 
scirred for 60 hours/ Diechyl echer (300 mL) was acoed ana 

. ". . - , ' A 2) wich IN KCi. The mixture 

che mixcure was aciaiuea (pH I) wiun 

was cransf erred co a separacory funnel, mixed' and 
seoaraced. The . echer eal phase was washed with water, oned 
over magnesium suiface. and filcered. Kexane was aaaed^ 
causing precipitation of an/ orange solid 5.25 g or 4.4.4- 
cr if luoromechy 1 - 1-14 -mechoxyphenyl ) butane- 1 . 3 -dione . An 
addicionai 3.43 g o: produce was obtained by 
recrvscallization of the concentrated mother, liquor^rom 
hexane: iH.NMR (CDC 1 3 i 400 mHz 15.53 (far s. 1 H) . * ,?« • 



* 



93 



10 



«« «- - - P 87 2:-:;. 6.49 is. IK' . 

j = 3.37 Hz » 2H) . 5.93 (a. - = <*- 8 ' 
6.00 (C. J = 54.55 HZ. IK), 2.89 (S. 3H) . 

»~n. r- n p .-r^-M. m rrno^^1v1'-^ ' 

k mi^ure 'cl 4.4.4-cri£luorome=hyl-l-^- ^ r 
meznoKyphenyl.bucane-l.i-dione fro. seep 1 i - • ■ -> - 
-01. end 4-suXfonami^henylh^az^e hyorocnlor-a 
(2 065 g. 9.23 -II dissolved in echanox ,25 mL) was 
fcl.Lto -eflux for 16 hours. The reaction was coo « w 
■ ^ e»e"rac«re, was -condencracad and r.oryscal lize=_zr . 
Phenol" yielding 4- .5- , 4-nechoxyphenyl. -3-oxrluoro^ny 
..K-ovrazol-l-yUbenzenesulfonamide as flurry «n crys- 
„;«;•,; 45%,: mp 133-135-C: * »» .CDClj. 300 mHz 7.90 
•I/. 2K, ; 7.45 id. 3 - 8 .'8 63 Hz > 2H, 7 14 te 

1 8.863 HZ. 2H,. 6.83 .d. , = 8.883 Hz 2H ^- 
56.47 Hz. 1H>. 6.68 ... 1 «> . - *„■ £ * Hioh 

, H). »NMR .CDC13. 300 mHZ -112.70 (C. J = S..- Hz), 
resolution mass spectrum Calo'd for C^S^O, : 
379.0802. round: 379 .0839. Slemeucal adalysxe «1= = 
_ =:- „. K 3 99; N. 11.08. Founo: C. 
CllKu«J«00>S: C. Sj.82. r., 

53.75; K. 3.99: N. 11.04. .' 



25 



' The following compounds in Table IX were obcazn d 
according to procedures similar to that exemp 
samples 58-60. with Che substitution, or one approprzac. 
acetophenone. 
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Example 8 2 



NK-' ^ ^ 




t c «i < -5- (diflttoromethyl) -1E- 
4-CS-. (1.3-Benzodxoxol-S-yl) -3 lax-Auo 

pyr azo 1 - 1 - Y 1 1 beazeaesttlf oaamide 

cron 1. or-onar a £ 2 SP Q ! — 1 = f ■ - - "" u ' u "" • 
r]i f lun-rn^ i'-f'rio-l T -<1* OP.g ■ 

Ethyl difluoroacecaceMl.72 g, 11 mmoll was 
dissolved in echer (25 mL) . . To che stirred solution was 
added 25% sodium mechoxide (2.38 g, 11 mmol) followec oy 
3- 4 '-(mechvlenedioxy)acecophenone (1.64 g, 10 mmol) - 
After scirring 16 hours. IN HCl (25 mL) was added The 
organic laver was collecced and washed wich water (2x2 = 
mL). dried over magnesium sulface, filtered, ana 
concentrated. The resulting crude clone was usee xn cn. _ 
next seep without further purification or characcerxza-on. 

r ssa p or alias *- n ' =^2^ai^ s£=ad 1 r 2- 

i - (1 . 3-Benzodioxol-5-yil -4. 4-dif luorobucane-1. 3 - 
fr „" e . e ' , ( -> 4 g . 10 mmoii was dissolved in ethanoi 
dOO mL) . To the stirred mixture was added 4- 
sulfonamidophenylhydrazine hydrochloride < 2. 46 g. U ™«>-\ 
and heated to reflux for 16 hours, The mixture was cooled 
, and water was added until crystals slowly appeared. 

Filtration yielded a light tan solid. (3 .3 g, 34 %) s rap 



■ 103 

214-218°C; -H NME (Dg-DMSO) : .7 . 85 (d. J=o . 7Kz . . - 
(d..J=B\7Hz. 2K) . 7 .49 (brs. 2K) . 7.3-6,7 
2H1 . Anal. Calc'd for Ci7*il3'N3S04?2: c - 51.51; --. 
10.68. Found: C. 51.90; K. 3.25; N. 10.65. 

Example 83 



(ja, SEj". 6.05 •.£. 



10 



15 



.20 



25 




COjH 



4 - [ 4 - ( Amino sul fonyl ) phenyl ] - 5 - < 4 -chlor opheny 1 ). - 
lH-pyrazole-3-carboxylic acid 

3 .i-dioy ^n'Tanoace , 

Dimethyl oxalate (23.6 g, 200 mmol) was placed ^ 
ir. a 500 mL three-necked round". bottom flask, and dissoivea 
in diethyl ether (200 mL) . To the stirred solution was 
added 25% sodium methoxide in methanol (48 mL. / 210 saapi. 
via an addition funnel over a 2 minute period. Next. 4'- 
ch-.croacetoohenone (25.94 c. 200 mmol) was dissolved in 
. diethyl ether (50. mL) , and added to the reaction cropw3.se 
over 3- minutes. After stirring overnight (18 hours) . IN. 
KCi (400 mL) and ethyl acetate (750 mL) were added. The 
organic layer was collected, washed with brine (350 mL) . 
dried over MgS0 4 , fibred, and concentrated in vacuo to 
give 45.7 g of a yellow solid. The solid was 
recrystallized from ethyl acetate and iso -octane tc give 2. 
g (48%) of the dione: mp 108. 5-110 . 5 9 C . 



t «• 
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- j - f 4- (arprnoq'r ! -T.V ' > ■ , ... ~ 



10 



20 



4-sulchonamidophenylhydrazine hydrochloride 
cV-45 9. >-3 equivalent) ahd ^^-^T 

chloro) ohenyll,2 . 4 -dioxobutanoate (1.2 g, 5 nunc.: -re 
Skive! in-chancl .(50 «*d. The , -action was, — c ,w 
Q1SS ° . . v, A ,,^c ifrer cooling co room. • 

reflux and stirred zor. 2.0 hours. .— er c . 
, fflne , at u- th» reaction mixture was concencrc.ee -n 
temperature, cn- . • = ce cat» (200 mL) 

vacuo.'- The residue was taken up « .ethyl ^ ■ 

.-inn ffl n and b^*«e (100 mLV , cxriec 
,ahd washed with ^ co give 1.7 

over M3SO4. filcerea ana conc-..c-«— ., 
a „♦ a Viahc brown solid which was recryscalUrec. ,.o» 
•» °* * " " . « a ia s%) of a white solia. 

methanol and wacar ro yreld l.o g 185*) 
This material was dissolved in mechanol .150 mL, -no 
Na0 H ,75 -L. and scirred at reflux for 3 hours. The 
Phenol was removed in vacuo and Che acueou « - — 
acidified wich concencraced KC1. The produce «« 
inco echyl acecace (200 *l . which was washed .- 
,100 «... dried over M 5 S04 feared and concen^.ceo Co 
give 4- l 4- 1 amir.osulfonynphenyi 1 - 5 M4-chlor=ph=nyl -l 
pyraaole-3-carbo^lic acid. 1.4 S (74%,= -P = lde - ' 

.Example 84 



H-.t- 




. — ' ' ; , " c - . a" 5-dif luoro-4: 
' Methyl i-(4-aminosulfonylphenyl)-5-(3 v 5 ax 

w hP.nvl)-->-E-pyrazole-3-carboxylate 
3Q methoxyphenyiJ - — 
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10 



To a st^-ed suspension or .-.1C-; ^ * 

-oU in chloroform O00 *. dried, by passage ;»=^ _ 
. lu *i».> « 4-= .ice bach, under nitrogen was „~ • c - 
chloride ,11.0 *. 152.65 «os. *ver 20 .rnuce. Jh^ 
chn ied susoehsion was scirred at 0« ^ =» ^ " 
6 -difluoro anisole was added drcpwise over 30 ~s 
ihe resulting suspension was war^d to ro- -« «~ 
scirred overnight. The reaction was ^«-«°^.. i ^ he 



water w .r »- ----- comijinsd iad concentrate* ir. 

and the organic phases w comn 
; . vacuo yielding a clear mooile oil. In a 5° ^ 

hocco.ed (lak was added the above clear oil. < 25 - 

K J CO ! .15 g,. Methyl iodide ,6 *> was auaed^anc .he 
suspension stirred at 45"C under nitrogen 

- • a =r,n rhe mixture was heacea tor an 
(1 raL) was aaaea ana tne nu.xv.uj.- 

- ■ , i£ hours The crude reaccion mixcure was cooi.c 
10 additional 14 hours. me 

«^=r„T-o diluted wich wacer (250 mL) ana 
co room cemperacure. G a . her nhase 

- -r>, ^ B r h vl »r h er (3x100 mL) . The e-her pnase 
excraccea with aiecnyi — — 

ootassium bisultate __ h ^ ■; e 

. - „ n .., C od --n vacuo vielding a ciear mob— e 
25 filtered ana conc«iuut,a ... vielding 
liauid. This liquid was cisciUea (30 C. - mm ^ _ 
•V S a of a clear liquid which was a mixcure or ,.5 - 
alf luoro-4-mechoxyacetopher.one and 3 . 5-dif lucre-*- 
• QiU v . • • - - „ - is The vieia bas ea 

acetoxyacetophenone in an 8 3 :1? raw. The yx 

■ 30 upon this ratio was 41% . This xfctone was used as . 



to a stirred solution of 3 . 5-dif luorc-4- 

<r^=« i ifi 46 a 34.70 mmol) ana 
methoxyacetophenone rrom Step 1 (6.46 g. 
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• . •--•=„ 5 -».05 romol) in nechanoi (30 si. .. 

dimethyl oxalate vo. -a 9' % 

wa , added sodium methoxide solution (13., <L 

stirred overnight. The cruae reac.-o.- wa 
mothvlsRS chloride, washed with potassium c^Su 

i -'on- b-ine dried over MgS0 4 . fiUereo. ana ,- 
solution, , r^me, ^ . . nifUrrn-:- 

solid which was used as is. - A nuxcure °- 
1 /i;ru;r=-,- ro e,h= W ph.nyl)--a.4-dio,o-- D uca n = r! ana 4- 

suUdnartidophenylhydrasina ^ £or 

3, 7 = disced - - — o " co ;- „ roor . 

c bours. upon allowing,, tne clea. - r - c _ 

^ c --mne orecioitate formed wmcn. was 
temperature, a crysv. & il-ne pr a (3 7% faasec 

coll— ed bv vacuum f ilcracion yielcmg. 5 .45 g. U _ 

- - ; ^-Tuoro-4-mechoxyacecophenone) 01 metnyl 1 
upon cne ; . 3-ai.luoro_ 4 luoro . 4 - m ethoxyphenyl> -1- 

( 4-arainosulfonylpnenyl>- 3 O 5 a 

. K.pyrazoie-3-carboxylace as an or- wnit 
,96-C; (CDC13/300 mHz) 7.9= (a, u - 8.86. 2H> 

o o« 9-1 7 0^ (S. 1HV. .5,77 (m. 2K) . 4.99 (S. 
, ld , j = 3.86. 2«>. i.O. C. (CDC l 3 /300 mHzl 

2H ). 4.04 (s. 3 H). ,.93 Is - c , 51.06; H. 

-126. S6. Anal. Calc'd =or dT^-^O C 
. 3.57; K, 9,S2. Found: C. 51.06; K. .1** 
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30 c 



Methyl [ l-(4-aminosulfonylphenyl)-5-(4- 
fclorophenyn - IB-pyxazole- 3 -yll carboxylat 
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7 , ^di^;nbi:"'g "r;r'r 
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15 



20 



. \ ,. 1aPt (i; 17 a/0 .129 moll and 4 ' - 
Dlmecnyl oxalate ( -d . - / 9 * u • 

r^n n c Q 129 mol) were chargec cc & 
chlcroacscopner.one l-iU.u g, u 

. . i- a ck t. ; i C h brovisions made :cr 

magnetic stirring, and, diluted, wich methanol (300 ^ 
Sodium methoxide (25%- in methanol. 70 mL) -was, aaaea -n c... . 
^cion. - The reaction was stirred ac room temperature tor 
Vhours., The reaction became en insoluble mass, during . 

time. The solid was mechanically broken up, cnen . 
concentrated hydrochloric acid (70 mL) was added. ™ 

e .;. red "icorouslv at room cemperaw*- = 
white suspension was Sw__-.ea ; ig°^ . .. 

, 0 . sixtv minutes. The suspension was cooxeo to 0 ~ «nc .. 
b.id for 30 minutes. The soild was filtered, 

."leer cake was washed with cold water (100 mL) . Upon 
L^ing, methyl 4- 14- (chioro) phenyl] -2 . 4-dioxobucanoate was 
obtained- (16.94 g. 54.4%) as. the enol: * NMR _ 

.(CDC13/300MKZ) 7.94 Id. J-8.66 Hz V 2K) , 7.48 -Id, J » 8 ; 6 ° "~ 
2H). 7.04" (S. IK). 2.55 <s. 3K) . 3.48 is. IS) 




30 



/ n 100 mL round-==zz=med flask equipped with . . 

magnetic stirrer and nitrogen inlet was charged wich. ^cnyx 

'4- 14- (chloro) phenyl ] : 2 , 4 -dicobutanoate f rom cep^ « ; 

20.73 mmol), 4-suif onamidyiphenyihydrazine hyorochlo^o t 
.-•5 n g. 22.86 mmol: and Methanol (50 mL) . The reaction, 
vessel was heated to reflux and held for 16 hours. - 

f «r™or r-«r-^hc. The suspension was cooleo .c 
orecipitace formea o/er— -n-.. . .. „* r .«- 

■"' " nj - ■„ s h-..- 1 = ; -'»«d and washed with cole w«ce. 
0°C, held tor C.= hou. . * c - . ■ •• 

-•^^-"hg 7.91 "a (91%) of cruae 
to proviae. aster ii.--.--ng. .•- - . 

' oroduct:, Recrystaiiized 3.50 g from boiling ethanol to • 
•' vi-id 3.14 g (57%: of pure methyl [l-(4- 

" . .i n ^.'.w~m+.-? .. = -■;- --hlcroohenvi) -iH-pyrezole-3 - 

aminosuiionyip.ie.... * . - - 
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*W.M «:.'». 7.44 ,d. .-8.86 HZ. 2K,. 7 .« . I«. ----- 

». 2HI. 7.14 <d. J-S.66 Kz. 2KV. 7.03 .... 1»» . <»• 

m«- - 3°2 An&l. Caic'd :cr 
3H). Mass Spectrum. HH- - .... . 

c^o.ci*-. c. s2.ii. k. >.«., ». ; 

. =.16. round: C 52.07.- K. 3.57, «. 10:7., CI. ..- 

i .27 . .. ... .. . ,- . 

" Example 8 6 
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Ethyl [i-(4-*minb*ul'fonylp*ie»yl)-5-(-4- 
chlorophenyl)-lH-pyra 2 ole-3-yl]carboxyla t e 

Mechvl [i-(4-aminosulfonylphenyl)-5-(4- 
c,lorcphenylwlH-pyrazo i e-3-yll=arbo X ylace ^ " 

C0..10 8 , was dissolved in absolute echenol <10 ^ ^ 

cacalycic araounc of 21% NaOEt/ZtOK was aaaed.^ h ; - 
was sirred withouc temperature control f or - no s ou. 

Tb» oroduct crvstallizec. the 
water (10 mL) was aadeo. - The p^oaucu ^ . 
suspension was copied zo O-c and Held for 30 «nuzz^ 
prod-ci was zilzered. wasned wizb wazer ^ 
yi eld 0.071 , (70%. of a whzze sozzo: ■ «... Spec 
• 40.. -I- ClCd for Ci,H 15 WlS: C S3 . 2 
„. 10.35, CI. e.74, S. 7,90. Founc: C. 53.04. 
10.27; CI. 8.69: S. 7.97. 

Th- following compounds in Table III were prepared 
«corcin S zo procedures similar zo chat 
samples 83-35. wizh zhe subszizuzion oz one 
reagencs . 
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Example 9 6 




CONH 2 



5 4- (4- « M i».«lfo-yl) P*a=yi) > U-="o r oph. B VX>- 

l E .pyrsiol«-3-carl)Oxsmlde 

, - ^.rtawlle' acid (Example S3) U.OS s..a-« 

-Xucic. -« -.a - OH ^,0. This solucion was chsi 

scxrred tor an aaoic.oiw 

■ i = r«» (200 mL anc IN nCl 

15 soured inco ecnyl acecace uuu inn w . Bh . d wich 

. The c-aanic layer was v<ashea wiu 

shaken and separacea. The orgs , over 

sacuraced NaHCC, (150 ^ and orxne (1=0 mL) ; a - 
, M.S04. filtered and concencraced co y.eloQ.SgP e 

solid which was recryscailized fro, echyl.ce. a - -so 
23 occane co yield 4- [4- Caminosulfonyi) phenyl, U- % 
chioroohenyi: -----py^ a -° — 
- 108-110 C. - • •- - - - - = 
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Example 97 




CONK 2 



xlMM1 inosulfonylphenyl>-5-(4-fluoro P henyl-IE- 

pyr«!Ol-5-yll" lb0: " l * i1 ' 

* 250 ml. chree-.neck round-bottom flask, equipped 
with a thermometer, gas spacing cube. reflux condenser an= 
provisions for magnetic stirring, was chargea with 
n,echyi [ i-.4-a m inosulfonylphenyl.-5-(4- f luorophen y i)^ i) 

^azol-3-yll=arbo*ylace .Example 88. (3.0 g. .1 
methanol .100 ml.,, and a catalytic amount of sodium 
cyanide. Anhydrous ammonia gas -as sparged ^oW** 
reaction vessel for 16 Hours without 

The suspension turned a deep red during thxs time. The 
reaction was sparged with anhydrous nitrogen at room 
temnerature for 20 minutes, cdoled to 0°C ano he 
minutes. . The solid was filtered and wasnea wzth coin wate 
,50 mL) to yield, upon drying. 1.87 -g .65%) of 11-14 
eminosulfonylphenyl.-S-M-fluorophenyU-lH-pyrazol-^ 

'vHcafboxamide as a white solid: mp 214-21«. £ *«* 
- (c U/CO 3 OO/300HHz, 7.64 «d. 2K, 7.14 <d 

J= 8 66 Hz > 2HI. 6.95 <m. 2H. . 6.82 - 6.67 ,m 6H, 6.39CS. 

J u »f >n ceqei,/ 00,00/282.2^, -ai.oow . Mass 

s^tr^. MH+ . 361. *nal. Calf d for c^H.O^S: C 
53 .33; H.-. 3.64s N. la-.Sa: S. _8.-0. -our 
3.69; N. 15.52; S, ,8.-96.. . ..... 
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N - ( 3 -chiorophenyi ) - [ 1 - ( 4 - aminbsulfonyIpbeayl^*5* ( 4 - 

■ • .■*■-.■ ; 
r^ 0X nhiir pupate „ 

• Dimethyl oxalate (18.60 g, 0.159 mol) and 4'- 

iVn no 0 M5 mol) were chargea to a 
fluoroacecophenone (20.0 g, o.i« mo , (4Q0 

- w f ™ flask and diluted with methanol 
1000 mL round-bottom i-J-as*. uiua . . 

*, . The reaction flask- placed in a son.caconoe.h 
(Br ansonic 1200, . and sodium mechoxide ,25,. » 

was added ever 25 minuces. The reaoczon was 
« 4PC £cr 16 hours. The reaccicn became en ^solunle 

tim . The solid was mechanically croxen 
mass during chis czme. -n- ... ■, ' 500 

uo, Chen poured inw a hydrochloric aero soluczon t-N. 
*».. A magnecic stirrer was added, and Che" wnzce 
suspension was,scirred vigorously ac room "^eracure to: 
60 Luces. The suspension was cooled Co « «*^~ 
30*znuces. The solid was Ulcered', and Che fzlcer caxe 

was Chan washed wich cold wacer ,100 ^^f^^ 
»ec to l 4^4-fluorophanyl!-2.4-dilceco b ucanoace w„ o^a-n a 

,22.91 g. 70.6%. as che anol: «.»* <CPC1,/30«OI .1 1 .03 
. ,ddd. a = 8.86 HZ. ,.8.66 Hz, *, 5 .03KZ.. 2H, 7 U <cd. ^ 
.M.M Hz. .3=8.66 Hz. 28). 7,04 ,s. IK) , 3.95<s. 3.-.. 
HMR (CDClj/282.2 KHzl - 103.9(ml. 
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5 A 500 toL one-neck round-bottom flask equipped / 

for magnetic stirring was. charged with methyl 4-[4- 
flUorophenyll-2.4-diketobutanoate from Step V<~" 

^61 

(10 98 o, 49.07 mmol) and methanol (200 mL) . The. 
1 - - . - u 0 i H -,r>pfiux 'for three hours. 

ID suspension was heated and helo at -e.-ux 

Z cooM co roc* cemperacure- The suspension's ^oooleo. 

co 0«C, held for 30 minuces. filtered, wasneo 

(100 mL>, and dried co yield 14.4 , (86*1 • 

35 yllcarboxylace as a whzce solio. n ,„.,,- 
7 . 85 (d . ,-.8.66 Hz. » . 7.36 <d. ,=8.66 Hz 2» 7 U 
(ddd . a . 8.66 HZ. ,=8.46 HZ. ,=4.85 Hz. 2= 1,. .0 ~. ? 
,.8.66 HZ. ,= 8.46 HZ. 2H). 6.28 Is, 1H. 3 -^V™ 1 " * 
: /..-P. <C=C1 3 /282.2HHZ>; -ULilzl. Hess speccruz, . - 376 

20 Anal- Calc- d for C^Ki^FS; C. 54.40, H 3.7.. » 1— 
s 8. 54. Found: C. 54.49; H. 3.70; >. J1.3-. .••*>> 




A 500 mL one-neck round-boccom flask, equipped 
• wich provisions, for . magnecic scirring. .was charged wzch 
mechyl 4-tl-U-aminosulfonylphenyl, -5- (4-f luoropnenyl) -ln- 
. 30 ^zolO-yUc=xho W lace fro» seep 2 ao.0 26^1. 
and cecrahvdrofuran (200 mL) . Aqueous soozurn hyoroxzo- 
,2 5N 27 mL) arid wacer (25 mL) were added, and Che 

„ h = a e=d co -eflux and held for 16 hours. The 
suspension was heated co & ^ 

solids all dissolved during chis cime. The reacczon was 

35 cooled co room cemperature. and hydrochloric acie solu.zon 
(IN 110 mL) was added. The aqueous suspension was 
Ixcracced wich mechylene chloride (2x200 mLl- The comoznec 
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oraanic soultion was dried over anhydrous magnesium 
sulfate, filtered, and concentrated in vacuo to an oil. 
Trituration with 300 mL of methylene chloride yieidec. upon 

. filtration and drying, 9.0 g. (94%) of [l-(4- 
5 aminosulfonvlphe n yl)-5-(4-fluorophenyl)-lH-pyrazol-3- ^ 

vl]carboxvlic acid as a white solid: mp 133-142»C (dec); *K 
NMR (CD 3 OD/300MHz) 7.93 <d. -J-8.66 Hz. 2K) . 7.51 (a, o-8. ao 
• Kz. 2K), 7.31 (add. J - 8.86 Kz . .3*8 1 66 Hz, 3=4 . 83 Hz . 2K) , 
7.11 (dd. 3=8.86 Hz, 3=8.66 Hz, 2H) , 7.06 (s. IK). ; * ™* 
1£) (CD 3 OD/282 .2MHz) : -114 .01 (m) . 



15 



20 



30 



35 



nvr»T 0 l -1 ^yj f^r-hoy amide 

A 100 mL one-neck round-bottom flask, equipped 
with provisions for magnetic stirring, was charged with .11- 
(4-aminosulfonylphenyl) -5- (4-f luorophenyl) -lK-pyrazol-3- 
yljcarboxy lie acid from Step 3 (0.500 g, 1.38 mmol) , 1- 
hydroxvbenzotriazole hydrate (0.206 g, 1.522 mmol) , 1- (3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride 
(0 318 g. 1.66 mmol) and N.N-dimethy If ormamide (30 mL) . 
The solution was stirred at room temperature for forty 
minutes, then 3 -chloro aniline (0.154 mL, 1.453 mmol) was 
added. The reaction was held at room temperature ror 
sixteen hours, then poured into an aqueous solution or 
citric acid (5%. 100 mL) . The aqueous solution was 
"extracted with ethyl acetate (2x60 mL) ..and the combined 
organic -solutions were washed- with aqueous citric acid <o0 
mL), saturated sodium bicarbonate solution (2x60 mL) ana 
50% saturated sodium chloride solution (2x60 mL) . The 
organic solution was dried over anhydrous magnesium 
sulfate, filtered, and concentrated in vacuo to an oil. 
Trituration with 20 mL of dichloromethane yielded, upon 
filtration and drying, 0.439 g (67%) of N- ( 3 -chlorophenyl ) 
[1- (4-aminosuifonylphenyl) -5- (4-f luorophenyl) -lE-pyrazol-3 
vllcarboxamide as a white solid: mp 207-212°C; l E MM* 
(CDCl 3 /CD 3 OD/300MHz) 8.90 (s. IK). 7.86 (d. 3=8.66 Hz. 
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7.79. ,c. J-2.0i Hz* «... 7.46 ,dd. J", 7,05 ■** 
IK,. 7.33 td. J-S... kz. 2H,. 7.21-7.11 <n*. „> . '- 02 
6.94. .... 48,. ( CDC1 3 /C D 30 D /282.2«H,, : ^ 8 » . 

M»s spectrum. MB* - 470. Anal. Caic-d for c J2 n 18 S,0 3 Cl. S 
•C. 56.11, H. 3.42; N. 11.90: CI. 6.81; S. 7.53* Founa: 
55.95; K. 3.50:. N. 11.85; CI. 6.82; S. 7.50. 

The following compounds in Table IV were prepared 
according to procedures similar to that exemplifieo « 
. Examples 96-98. with the substitution of the appropr-a*.- 
starting material- 
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Example 117 



K2N Tl 




4-t3-Cyano-5-(4-fluoro P he a yl-lE-pyrazol-l- 
yl]beazenesulf onamide 



, drv 100 ml chree-necx flask, equipped with a 

ID funnel an, provisions for ^snecic s-^rrin, «asj«, 
„ich anhydrous DMF .20 mL, and cooled ,o K. _ «-W 

chloride (0.530 «L. 6.105 -oil «" ° ver e 

chlorine beIm . The white precipitate 

seconds, causing a S C exocn-rm. „ _ h 

formed dissolved as the reaction cooled to 0 C The 
35 reaction was held at 0°C for ten minutes. . than a solutl 

of tl .(4-aminosul E onylpnenyl). 5 V DMF was 

pyrazol-S^yllcarboxamide (Example 9/V in **yar 
. added co che vigorously scirring soiucion over ^ 
approximately two minutes. A.t- , M ,,ioo. The 

2 a.O *. 12.11 mmoll was added to suencn 

.mixture was poured into dilute hydrochloric acid <«. 
M.f and-extracted with ethyl acetate .2x75^ ^ 
comhined organic solution was wasnec with W. HC1 .2x1 
and with 50% saturated NaCl .3x100 *• . Th 

* — - ~^r o «r^ £ - 4lle, 

concencraced in. vacuo co a crude o ace tate end 

che. appropriate fractions. O.So g . l,W £ , „ hics 

30 fluorophenvl-lK-pyrazol-1 • 7 94 (d# J=8 .86 

solid: mp 184-185-C; NMR. (CDCI3 /3001C-.Z) 7.94 
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- - q □ P , 7.23-7.07 (m, 4K1 , .6.87 

CMWiB. C 56.14, H. 3.24; H. 18 . i.r. *■ r 
5 C. 56.19: 8, 3. IS; K. 16-39: '•«••■ , 

The. following compounds in Table V wore prepared 
according CO procedures similar co chac .exemplified^ 
Example 117. wich che subscicucion of Che appropraac- 
ID starting material . 
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,-[5-(4-CHloropbenyl)-3-(lieptafluoropropyl)- 
lH-pyrazol-l-yllbenzenesulfonamide 



j 1hoypinp-l , 3 Zfl 2 ong ■ 



gran 1: crpnargr'on o 

fchyi Teocafluorobucyrace (5.23 g. 21.6 mmbl) ; 
was olaced~in a 100 mL round bottom flask, and dissolved 
in echer (20 «L) . To che stirred solution was aaoea -5% 
sodium methoxide (4.85 g, 22.. 4 mmoir followed by . 
4-chloroacecophenone (3.04 g, 19.7 mmol) , The reaction 
was stirred ac room temperature overnight (15.9 hours) 
and created with 3N KCl (17 mL) . The organic layer was 
collected, washed with brine, dried over MgS0 4 . 
concencraced in vacuo, and- recryscaliized from 
co give the dikecone. as a whice solid ' (4 . 27 g o2% ) : mp , 
27-30°C; 1H NMR (CDCl 3 > 300 MHz 15.20 (br s. IrJ , 7 ; «y 
(d. J=8 7 Hz, 2H) . 7.51 (d. J=8.7Hz. 2K> :. 6 58 (S , W ; 
- 19 ^ NMR (CDC13) 300 MHz, -80 .94 CO. -121.01 (t). -127.17 

(s)'; M+H 351, 

v h ^r a fTnoro nror,v1 )--'r-T?v^7Ql-l - 

Th= 4-sulfonamidophsnylhydrozine hydrochloride 
,290 mg, 1.30 «6l) »« added co e stirred solution or 
,he diXetone tronv Step 1 U00 mg. 1-M mmol. » etnanol 



C-2"~ 97- 

122 



(5 mL) . The reaccion was heaced co reflux ana scirrec 
ovemighc (23.8 hours). The echanol was removed « vacuo, 
and the residue was dissolved in echyl acecace, ■ 
wich water and brine, dried over MgS0 4 . and concerned 
in vacuo co give a whice solid which was passed chrough a 
column of silica gel wich echyl acecace/hexane (40%) and 
recrvscallized from echyl acecace/ iscoccane co gave cn.- 
ovrazole as a whice solid (0.24 g, 42%) : mp ^8-'lC; h 

(CDC13) 300 MHz 7.90 (d, j-8.7 Kz. 2H) . 7.4= (a, 
- q l Hz 2F) 7 34 (d, J=8.5 Kz , 2H) . , 7 . 19 (d, J«8.3 Hz. 
Si 8 79 is', 1*H) . 5.20 (brs, 2H> ; »F NMK cdx:l3» 300 
MHz: -80.48 (C) . -111.54 (C) . -127.07 is). 

Example 129 
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cr 

4-[5-(4-Chlorophenyl)-3-(chloro-difluoromet:hyl)- 
lH-pyrazol-l-yllbenzenesulfonamide 



' Mechvl 2-chloro-2.2-difluoroacecace (4.20 g, 
29 mmol) was placed in a 100 mL round boccom flask, and 
dissolved in ether (10 ml.). To che scirred solution was 
added 25% sodium methoxide (6.37- g, 29 mmol) followed by 
4'-chloroacecophenone (4.10 g, 26.5 mmol) . The reaction 
was scirred at room cemperacure overnight (20.4 hours) 
then poured into a separatory funnel and washed wicn 3N 
«C1 (15 mL), brine (20 mL) . dried over MgS0 4 , and 
concencracec in vacuo and recryscallized from iso-occane 
co give che dikecone as a yellow solid (3.78 g. 53%): mp 



t < 

W 123 



53-55°C; l'H NMR ( CDC 1 3 ) 300. MHz 14.8.0 (br S In , 8 
Cd.a.B.7 Hz. 2H). 7.50 <d, J-8 • 7 Hz . 2HV . . 49 (S, Xb.) , 
1?F NMR (CDC13) 300 MHz: -66 .03 (s); M + 2o7. 

a I 2 £ 1 ^ rt * 4 r.-M-^o-Q^Y ll^- 

/ ■ 4-Suif onamidophenylhydrazine ^hydrochloride^ ^ 

, - aa^a ro p cr^red solucion or the 

11.39 g. 6.2 ramol) was aooeo co a >l._ eo 

dikecone iron, sew 1U.-43 9, S F"" 01 ' » < 1C 
■L) . The reaction was heaced Co reflux and scared 
overnight - U5.75 hours,. The echanol was 
vacuo, and Che residue was dissolved. in echyl acecace. 
washed wxch wacer and brine, dried over MgS0 4 •«» 
concencraced in vacuo co give a whice solid whxoh was 
recryscallized from achyl acecaca/is.ooccane c= . give Che 
pyracole as a whice solid .0.32 ,. 41*. = »P X10-3 C, 
H» .CDCX3. 300 HHZ 7.90 (d. o-=8.9 Hz. 2H, . 7 47. Cd 

, « 7 « 2HI 7 35 td. J=8.5 He. 2H>. 7.X9 (d, J=S.< HI. 

». (s'.."". 5.13 ,'=r s. 2»„ 1* „ ,=PC1 3 > 300 

\ MHz: -48.44 (s) ; M+ 417/419 . 

Example 13 0 




me 



4- t 3-lDiohloromeChyl)-5-(3-fluoro-4- 
choxy phenyl ) - IE -pyrazo 1 - 1 -yl] beazenesulf onamide. 



124- 



Aluminum chloride (80.0 g. 0.6 moll and 
chloroform (.750 mL) were placed in a 2 L three-neckec ^ 
round bottom flask fitted with a mechanical stirrer ana 
cooled bv means of an ice bach. To the stirred solutio.. 
was added acetyl chloride (51.0 g. 0.65 mol) dropwise, 
maintaining the cemperacure between 5-10°C. The mixture 
was -allowed- co stir, for 10 minutes, ac 5°C before tr.e 
dropwise addicion ac SrlO'C of. 2-f luoroanisole (63.0a g. _ 
0.5 mol)'. The mixture was stirred at 0-10'C for 1 hour ana 
poured into ice (1 L) . The resultant layers were 
seoarated and the aqueous layer was extraccea with 
me'thvlene chloride (2x250 mL) . The combined organic 
lavers were washed with water (2x150 mL) , dried over 
magnesium sulfate, and concentrated to 200 mL. Kexanes 
were added and a white solid (77.2 g, 92%) was 
'crystallized from the mixture: mp 92-94«C; *K NMR <a S - 
DMSO) 7.8 (m. 2H), 7.3 (c. J-8.7Hr. 1H> , 3.9 <s, 3H) . 
2.5 (s, 3H) . ' 

norhnwnt i^ii-hur'np- 1 i-rjione. 

Methvi dichloroacetate (1.57 g. 11 mmol) was 
dissolved ether (25 mL) . To the stirred solucion was 
added 25% sodium mechoxide '(2.38. g. 11 nuuol) rollowed by 
3'-fluoro-4'-mechoxyacetophenone from Step 1 U.68 g. 
mmol).' After stirring 16 hours IN KCl (25 mL) was 
' added: The organic layer was collected and washed with 
water (2x25 mL) . dried over magnesium sulfate, filtered, 
and concentrated. The resulting crude dione was used m 
the next step without further purification or 
characterization. 

vj 1hpn;=r ac; " 1 -- o n s " 1 '- ds : 



f 
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4 , 4 -Dichloro - 1 - < 3 - £ luoro- 4 -mechoxypheny i • - 
butane^. 3 -diohe from Step .2 (2.8 g. 10 mmol] was 
dissolved m ethanol (100 ml.)., To the stirred mature 
was added 4-sulf onamidophenylhydrazihe hydrocnlorxce 
•2 46 c, 11 mmol) and heated. to reflux for 15 hours.. ,he 
mixture was cooled and water was added until crystals 
slowly aopeared. Filtration yielded a light tan soUa 
P 7. g, 63 %) : mo 190-193'C; * NMR (DKSO-d S ) 7 . 84 <C 
J=8.4Hz, 2H) , 7 .53 (s,' IK)'," 7 .48 <d, J=8,4Hz, -2H).. ,7,47 , 
(brs. 2HT, 7.3-7.0 <m, 3H) , 6 . 95 <s , 1H) , 3,85 (S^nU 
Anal. Calc'd for C 17 H 1 4N3S0 3 FCi 2 : C . 47.45; K , 3.28; N, 
9.76. Found: C 47.68; K, 3.42; N, 10.04. 

Example 131 
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CH 2 F 



4- [3-Flttorooetbyl-5-phenyl-lH-pyra: 
y l] benzenesulf onamide 



:ol-l- 



. to a solution of dimethyl oxalate 111.81 gv, 
100 mmol) in ether (200 mL) is added 24 ML of 25% ^ 
mechoxide in methanol, followed by a solution or 
acetophenone (12.02 g. 100 mmol) in ether (20 mL) ana the 
mixture stirred overnight, at room temperature. The 
mixture was partitioned between IN KCl and ^ 
organic layer was washed with brine, dried over MgS0 4 and 
concentrated to give 18.4 g of crude butanoate. 



t f 

W 126 



126 

£r o gaxa r ia n ^ m-rhvl ] - [ Li = f SSlinQSH 1 fOPS 1 > 



The ester was prepared from the butanoate in Step 1 using 
the procedure described in Example 2, See? 2. 



To a solution of escer in Step 2 (4.0 g, '10.4 
nuaol) in 50 mL THE was added LiAlK 4 , (0.592 g. 15.6 mmol) 
in portions and the mixture refluxed overnight. The 
reaction was cooled and quenched with IN NaKS0 4 ana 
extracted with ether (3X) . The combined extracts were 
dried over MgS0 4 and concentrated to give 3.5 g cruae 
al V cohol. Flash chromatography using 1:1 hexane/EtOAc 
provided the title compound. 

To a mixture of the alcohol from .Step 3 (212 
mg. 0.64 mmol) in dichloromethane (4 mL) was added 
diethylaminosulfur trifluoride (0.13 mL. 1.0 mmol). The 
reaction mixture was stirred at room temperature for 3 
hours and partitioned between water and dichloromethane. 
The aqueous solution was extracted with dichloromethane . 
The organic solution, was washed with brine and 
concentrated. The residue was chromatographed on silica 
' (i:i hexane: ethyl acetate) to give the desired product 

(72 mg/ 34%) : mp 162-163'C; Anal, calc'd for. 

C16H14N302SF: C 58.00; H , 4.26; N , 12.68. Found: C 

57.95; K, 4.03; N, 12.58. 

The following compounds in table VT were prepared 
according to procedures similar to that exemplified in 
Examples .128-131, with the substitution of the 
appropriate substituted acetyl and acetate Starting 
materials . " 
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Example 13 7 




ia f di£ lubroiaethyi) -lH-pyrazol-1- 
yl] benzene sulfonamide 

Ethvl difluoroacetace (2.23 g, 18 nunol) was 
placed in a 100 «nL round bottom flask and dissolvea xn 
ether (10 *LK To the stirred solution was adaea 2=% soaium 
tnethoxide (4.68 . g. 22 mmol) followed by; ace tylpyraz.ne 
(2 00 g,16 mmol). After two hours stirring at room _ 
te^ature. a precipitate formed and THP (10 
co the reaction. The reaction was stirred an acd^xona- 
25 9 hours, then treated with 3N KCl (10 mLl . The organic 
layer Was collected, washed with brine (20 .m^) dried^over - 
MgS0 4 and concentrated , ih vacuo arid recrystali.zeo ,rom 

^ ^Z^T^Z 300 
MHz 14 ^ 00 (br s. 1B>. 9.31 Id. J.I.4-HX. IH). 8.76 (d; 
J.2.4 Bz. IH., 8.68 (dd. J,1.4 HZ 2.4 Hz. 1HI ,. 7.20 <S. 
5 IB). 6.03 'It. o=54.0 Hz. IB): 13. NMB (CDCI3) 300 tHz: 
• -127 .16 (d) ; M+ 200. 

30 yJ Tnpn? '°n o,i;i1 '' ronamide ■ 



ID 



t « 



.129 

4-Sulfonamidophenylhydrazine. hydrochloride (0.37 
g, 1.65 mmol> was added co a stirred suspension, of Che 
dikecone from Seep 1 (Q.30 g. 1-50 mmol) in echanol (10-^ 
mL). The reaction was heated to reflux and scirrea ror =,3 
hours. The ethanol was removed in vacuo, and the resxeue 
was dissolved in ethyl acetate; washed with water. C 20 mL). 
^brine (20 mL) . dried over MgS0 4 , and concentrated m vacuo 
to give a brown solid (0-3 S g) which was. recrys call i zed 
from echvl acetace/ethanoi/isooccane co give the pyrazole 
as a brown solid (0.20 g, 38%) : mp 191-94°C; X* NME 
(acetone d 6 ) 300 MHz 8.94(d. J.1.4 Hz. 1H> . 8.62 (g. o=2.4 
HZ. 1H). 8.52 (dd. -1=1.4 H* 2.4 Hz. 1H) . 7-95 (d. J=8.THz. 
2H). 7.61 (d. J=8.7 HZ. 2H) . 7,30 (.. IK)". 7.02 (C J= = 4.o 
. Hz. IK). 6.73 (br s. 2 K)'; "»F Mft (acetone d 6 ) 300 MHz: 
15 -113.67 (d) ; M+ 3 51: 

Example 13 8 




23 .. , 
4- [5- (4-methyl-1.3-henzodioxol-5-yl) -3- 

( trif luorometbyl) -lE-pyrazol-1- 
yl] benzenesulf onamide 

25 ^on 1 ■ or^aarfi c i as fl * d -*" ,rhvl - 1 7 -b^rnn^wls 

- 11.6 -g Adogen 464 and 7 mL of dibromomethane 
wore re'luxed in 50 mL of H 2 0 for 0.5 hours under argon. . 
3-Mechylcatechol (8.89 g. 71.6 mmol) was added over 2 hours 
30 and Che mixture refiuxec for an addicional 1 hour. 



130 

Distillation of the produce from the reaction mixture ; 
afforded che citle compound as a yellow oil: HRMS m/e 
136.0524 (calc'd for C8H802. 136.0524). 

" 13 8 g of polyphosphoric acid end 5 mL of acecic 
ID anhvdride were heated to 45 'C under a drying cube of CaS04 
until liquified. The produce from- Step 1 was added ano che 

" . aclt- a * hours The reaction 

reaccion was scirrea ac 45 C ror 4.5 hours. 

was cooled to room temperature and quencheo with 1.0 mL o. 

ic- water. The aqueous phase was washed wich ethyl acetate 
15 (4x 50 mL) . The combined organic extracts were cried over 

MgS0 4 and filtered to give the crude product as a red oil. 

The oil was chromatographed on silica gel eluting 
■ ethyl acetate/90% hexane to afford two products: L: Anal. 

calcd f or C1QH10O3 : C. 67.07; H, 5.66. Found: C. 67.41. 
20 H, 5.75. and fi: MS. M+ 178. 

25 - Th e title compound was prepared from product h 

using the procedures described in Example 2. *W 1 
White solid: Anal, calcd for C18H14N3O4SF3 : . C 50.82, h, 
' 3 .22; N, . 9 .88. Found: C. 50.71; K, 3.34; N, 9.55. 



30 



The following compounds in Table VII were preparea 
according to procedures similar to that exemplified m ■ 
Examples 137-138. with the substitution of the appropriate 
startling material. 
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Example 17 0 




5 - 4 - [5 - ( 1-Cyclohexyl ) t3 - (dif luoroaetliyl ) 

-ll-pyrazol -1-yil Ibenzenesulf oaamide , 

4-[5- (l-cyclphexenyl) -3- (dif luoromethyl) 
-lH-pyrazol-l-yi]benzenesulf onamide (Example 142) (0.31 g, 

10 0.88 mmdl) was dissolved in ethanoi (15 mL) , 10% palladium 
on charcoal was added, and the suspension was stirred at 
room- temperature under hydrogen (36 psi) for 18.25 hours. 
. The reaction was filtered through celite, and the ethanoi. 
removed in vacuo to give a white solid, which was 

15 recrystallized from methylene chloride/isooctane (0.31 g, 
99%) : mp 199-203°C; Ik NMR (acetone-dg) 300 MHz 8.05 (d, 
J=8.7 Hz, 2H). 7.60 (d, J=8 . 5 Hz 2K) , 6 . 69 ( t , J=55.0 Hz 
H), 6.47 (s, IK), 5.02 (brs, 2H) , 2.67 (m, 1H) , 1.71- 
1.88 (m, 5H) . 1.24-1,43 (m, 5H) ; 19? NMR (acetone-dg) 300 

20 MHz : -112.86 (d) . 
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Example 171 



NH; 




N ^.^CK 2 OK 



4-[5-(4-Chlorophenyl) * 3 -hydroxymetliyl.-lE-pyrazol-.l- 
' yl ] benzenesulf onamide 

4 - [ 4 - ( Aminosulf onyl V phenyl - 5 - ( 4 -chloropheny 1 ) - 
lK-pyrazole-3-carboxylic acid (Example 83) (3.8 g, 10 mmol) 
and cetrahydrofuran (100 mL) were stirred at room 
temoerature during the dropwise addition of 1.0M borahe- ' 
tetrahydrofuran complex (30 mL, 30 mmol) . The mixture was 
heated to reflux for 16 hours. The solution was cooled and 
methanol was added dropwise until gas evolution ceased. 
Ethyl acetate (100 mL) was added and the mixture was washea 
successively with IN hydrochloric acid, brine, sat. aq. 
sodium bicarbonate solution, and water, dried over 
magnesium sulfate, filtered and concentrated. The 
resultant product was recrystailized from ethanol: water to 
yield 2.6 g (71%) of a white solid: mp 192-194°C; -*K NMR 
"(ds-DMSO/300 MHZ) 7.81 (d. J=8.7Hz, 2H) . 7.46 (d. J=8.4Hz, 
2H) 7.42 (brs. 2H), 7.40 (d. J=8.7Hz, 2K) , 7.26 (d, 
J=3.4Hz,72H), 6.63 <s; 1H). 5.35 (t, J=8.0Hz, 1H), 4.50 (d, 
J=8.0Hz, 2K). Anal. Calc'd for CisH 14 N6S0 2 Cl : C 52.82; h. 
' 3.88; N. 11.55, Found: C, 52 .91; K. 3 .88; N, 11.50. 
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Example 17 2 




OH 



5 4- [5-Plienyl-3- (3-hydroxypropyl) - 

Ifi-pyrazol-l-yllbenzeiiesulfonamide 

A 60% dispersion of sodium hydride in mineral. 
1 oil (4.0 g. 100 mmol) was cwice, Washed with hexane (IQOmL 
10 each) and dried under a scream of nitrogen- Ether 300^) 
was added followed. by .dropwise addition or ™*»*J£*^ 
t*> and T-butyrolactone (4.0 mL. ,52 mmol) . The mixtur was 
cooled to 10 -C and acetophenone (5.8 mL; 50 mmol) in ether 
,40 mL) was added dropwise over 1 hour. • The mixture was 
15 warmed to 25'C and stirred overnight. The mixture was 

coTed to o-C and clenched with ethanol (5 mL) followed by 
10% aqueous ammonium sulfate (100 mL) , The 7^ nCrac . d 
,: • solution was separated, dried over Na 2 S0 4 and concentrated. 
• " the residue was chromatographed. on silica gel with 1:1 
. 20 hexane/ethyl acetate co give the desired acetone ^ ^ > . 
as an, oil. Pyridine (0.34 mL, 4.2. mmol) ana the axke tone 
(700 mg. 3.4 mmol) in. methanol . (3 • mL) were added to a 

slurry' of 4-sulfonamidcphenylhydrazine-KCl (750 mg, 3,4 ,.. 

■ mmol) in methanol (8 mL) . The mixture was stirred at 25 
25 overnight and concentrated in vacuo. The residue was 
dissolved in methylene chloride and. the solution washed 
with IN HC1.. The organic solution was separatee, or.ea ana 
concentrated/ The residue was chromatographed on sil^a 
gel using ethyl; acetate to give the .desired pyre-le (4 5 
mg) as a solid: Anal, calc'd for C18K19N3O3S: -C 60 49, 
* 5.36; N. 11.75. Found: C. 60.22; K. 5.63; N, 11.54. 
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Example 173 



15 



H,N 




OH 



5 4 - [ 5 - C 4 -Fluoropheny 1 ) .- 3 - < 3 -hydr oxypropyl ) - 

IH-pyrazol-l-yllbenzeaesulfonamide 

Following che procedure , of Example 172, buc ^ 
substituting 4-f luoroacecophenone for acetoohenone arroroec 
10 4-[5-<4-fluorophenyl)-3-(3-hydroxypr^^^ 

yllbenzenesulfonamide. Anal, calc'd for QI8HUW3S. -Q ,25 
H 2 0: C, 56.90; H, 4.91; N. 11.05. Found: C. 56.80; ... 
4.67; N, 11.02. 



Example 17 4 




20 



25 



V [4- (Aminosulf onyl) phenyl] -5- (4-f luorophenyl) - 
lH-pyrazole] -3 -propanoic acid, 

.ones reagent (0.64 M, of a 2.67 M solution) was added 
dropwise co a solution of 4- [5- (4^fluorophenyl) -3- (3- 
hvdroxypropylV-lH-pyrazol-l-yilbenzenesulfonamide rrom 

Examole 173 (295 mg. 0 .78 tnmol) in acetone (8 mL) . ™ 
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,* -r 9cj-. c for 2 hours. The solution was 
mixture was stirred at 25 c cor a 

filtered and the filtrate concentrated vacuo Th 
residue was dissolved in . ethyl acetate and washed with _ 
water 1 3 x) . The organic solution was dried over MgSC 4 ana 

concentrated. The residual oil was crystallized -on. 

ether/hexane to give the . desired acid (149 *g> : -P^ " 

182-C; Anal, calc ■ d for C18HI6N3O4SF: C. =? - 3 2; r.. . 

N , 10.79. Found: .C, 55.47; K, 4.22; N. 10-50. . 

Example 17 5 



15 





>j i-Bu 



4-(3-I S obutyl-5-phenyl-lH-pyrazol-l- 
y l ) benzenesulf onamide 

20 to a solucion of S-mechyl-l-phenvl-l-hexta-S-on. 

" (2.0 g. 1(K6 mrool) in IS mL ECOK and 5 nL acecone was aooe . 
. a mi*cure.of 30% hydrogen peroxide (2 « " . 

raL) dropwise and Che mixcure scirred ac 25 C tor 1-3 hours. 

wacer (50 mL) was added and Che precipicace f ilcered and 
25 dried ac 40'C in vacuo Co provide 1.9 g of che epoxxd. as a 

whice solid: «>al. oalc'd forC13E16O2-0.1 H20= C. 75,77. 

H, 7.92. Found: C, 75.47; K. 7.56. 

30 pvcazaJ - 1 - y jjiignaanasiilfo^am^ 
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The eooxide prepared above in seep 1 (I -26 B . 
6.11 -ol," and 4-suif onamidophenylhydrazine 
{1 38 B. -6.17— ol» were stirred in 20 mL EtOh wxth AcOh 
CO'.S 1 and Che mixture refluxed for 3 ^rs ^ ^ 

5 ouenched with 50 mL K 2 0. The aqueous layer was extracts 
with ethyl acetate (3x50 mL) . the combined extracts were 
dried over MgS04 and concentrated. Flash chromacogr.pny 
using 70:30 hexane/ ethyl acetate provided the tide 
compound (0.41 g, 19%) as a white solid: Calc'd for 

10 C19H21N302S: C 64.20; E. 5.96; N, ; 11 - 82 . Founa: 
64.31; K. 6.2S; N, 11.73. 

Example 17 6 



15 




Ethyl 3-[l-[4-(aminosulfonyl)phenyll-5.phenyl-lE- 
pyxazol-3-yll-2-cyano-2-propenoate 

20 — t Li »r.r - rr"'"" " f d.n -fnmr^s-^l-lB: 

i 

. to a solution of the alcohol prepared in Example 
131 Step 3 (1.1 g, 3.3 mmol) in ethyl acetate (20 mL) was 
25 added Mn0 2 (5 g, 60 mmol) and the mixture stirred ac room 
cemoerature overnight. The mixture was filtered through 
Celite and the solution was concentrated to provaae eh- 
crude aldehyde. 
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5 to a solution of the aldehyde from Seep 1 (1-2 

g, 3.6 mmol) in benzene (18 mL) was added echyl 
cvanoacecace (0.38 *L, 3. 6 mmol) , ammonium acecace ,.0 mg. 
U n.ol) and glacial acetic acid (0.17 mL. 2.8 mmox) . Tne 
■ solucion was heated ac reflux for 18 hours, coo lea, and 
10 oarcicioned becween Wer and .echyl acetate. . The organic 

"solucion was washed with a sacuraced aqueous soaxum 
. bicarbonate: solucion, water and brine. The organic 
solucion was dried and concentrated. The residue was 
chromatographed on silica (40% hexane in echyl acecace) to. 
15 give the desired product" (1.0 g,- 66%): Anal . calc • cior 
" C21H 18 N404S: C, 59 .82; K» 4.30; N, 13.22. Found:.. C. 
59.70; H, 4.29; N, 13.26. 



20 



Example 17 7 



H2NSO2 




"Ph 



25 



4 - [ 5 - ( 4 -Chlorophenyl } - 3 - 
[t(phenylmethoxy)imino]methyll-lH-pyrazol-l- 

yl ] benzene sulfonamide 



TO a susoension of 220 mg (0,58 mmol) 4-(5-(4- 
chlorophenyl)-3-fo^ 

(preoared as. described in; Example 176, Step 1) m . 
30 dichloromechane. (3 mL) was added pyridine (0.12 mL. -3 

mol) and O-benzylhyroxylamine hydrochloride (110 mg, 0.68 
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-li and che reaccion scarred a, «P~ «-^^^ l V 
hours. The mixcure was parcicioned becween pH . b£-- - 
dichloromechane and cne organic layer was wasnea wrc„ 
„ace^ dried and concencraced. Flash chromacography on 
^ 5 sni"ca Tel .2:1 hexane/ECO^O provided Che cicle compound 
(151 mg. 56%.= mp 15S-15SX; Anal, calc^d for 
C23H19H.O3SC1-0.2S K 2 0: C. 58.59; K. 4,1'; H.11.86. 
Found : C. 58,43; K. 4.03; N. 11.85. 

,10 The following compounds in Table VIII were prepared 

according Co procedures similar. CO chac exemplify » -. ^ 
Examples 171-177 . wich cbe subscicucion or cne appro-race 
scarring macerial. 
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Example 



187 




4- [4 , 5-Dihydro-3- ( trif luor'ometbyl ) 
benz [g] indazoi- 1-yl 3 benzenesulf onamide 



1 r\rya. 



A 250 mL one necked round hoc corned flask 
eouipoed with a reflux condenser, nitrogen inlet and 
provisions for magnetic stirring was charged with ethyl . 
trifluoroacecate (28.4 g. 0.2 mol) and 75 mL of ether. To 
this solution was added 48 mL of 25% sodium methoxide in 
methanol (0.21 mol). A solution of 1-tetralone (2S.2 g, 
0.2 mol) in 50 mL of ether was added over about 5 minutes. 
The reaction mixture was stirred at room temperature for 14 
hours and was diluted win 100 mL of 3N HCi. The phases 
were separated and the organic layer was washed with 3N 
HCI. and with brine, dried over anhydrous MgS04. filtered 
and concentrated in vacuo. The residue was_ taken up in 70 
mL of boiling ethanol /water and cooled to room temperature, 
whereupon crystals of 2-trif luoroacetyi-l-tetralone formed 
which were isolated by filtration and air dried to give 
pure compound (32 g. 81%): mp 48-49»C; IB NMR CDClj 6 2.8 
(m. 2H) . 2.9 (m. 2K) , 7.2 <d. j = 3.0 Hz, IB). 7 ? 36 i •(». _ 
IK). 7.50 (m. IK). 7.98 (m, IK); «F NMR CDCl 3 S - / 2 .0 . 

GC-MS M+ = 242. 
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10 



15 



20 



( r-ri f jamme r H*' '>-!*• L ' - ■ 

A 100 mL one necked round boccomed flask 

.ouiooed with reflux condenser, nitrogen inlet anc_ 

Provl'sions for .magnetic ^ . 

crifluoroacecyl-l-recralone rrom S.ep 1 (-21 B, = 
4-sulfonaraidophenylhydrazine hydrochlor.ae (1.12 g.^0 
^ol) and 25 * of absolute ethanol. The solu. on^as 
warmed co reflux for 15, hours and concencratea xn vacuo. 

. - - Ben1ved m echvl acetace. washec with 

The residue was dissolved, in ecny- 

=, - rine dr<»d over annyarous MgS0 4 , r— « 

water, and with pnne. or— a « - we ., iu „ d 

- vam o' The residue was recryswalliz-a 
and cones noraceaxn ^ ^ eo =ive 1.40 

a 71% of pure proauct: mp 25/ ^. . • . 

! 5 2.7 O. 2K). 2.9/ C- »>..«■« C. !«> , 6.9 ra » ; 
,.X 1H). 7.1S («, 1H).7.53 - -,7.92,. 

NMR (CDC13) 5 -62.5. FAB-MS M + K = 394. 

Example 18 8 



K-.N' 




CF 3 



HjC. 

thyl)-lH- 



25 4- [4 , 5-Dihydro-7 -methyl-3 - ( trif luorometn 

tgl inda 2 ol-l-yl]benzene8ulfonamxde 



bens 



30 



fi 1 m' r" arv1 ' rarrs1 ° nSl 

' Ethyl trifluoroacetate (5.33 g, 37.5 mmpl) was 
dissolved in ether (50 «L, and created' with a sodium 
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.epoxide solution ,25% in Chanel. 

flowed oy 6-^chylcecralone ,5.94 .M- ' ^ ^ 
ceaccion was birred ,c roc. c«nperacure ^ 

create* -ich 3K HCi ,20 «L> : ««, «^-'sC and 

Kr-ino d^ied over MgS04. 

^no^pQ washed wiih brine, tt - iCU 

collected, wasn- , . .. w _ s 

, . — 4~ t-o crive a brown oil .■ lo.u?. y 
concentrated in vacuo to give a 

used in che nexc step wrchouc nur.ti- pu 



10 



yl 1her'.?''r e ''" 1 -^" T iam ^- e - 



IS 



20 



30 



■ 4. S uUonamid d ph,nyl^dr.«ine hydrochloride (1.80 

stirred solution of che 
g , 8.0 m-D Was acoec co a sc . ^ (l0 «L, ; 

dikecone from Seep 1. (1-86 g . 

The reaction was heated co ref lux and ^»«*J^- 8 ^ 
hours. The reaction mixture was cooiea ; a.^ere^ - 
filtrate was concentrated in = « gS 0 4 
acecace. washed with water and w.cn o n drx ^ 
and reconcencraced in vacuo co give che pyrazole 

solid (1.90 g. 64%) : g 10 (d , 2H) . 

nro 215-218»C. MMR <acetone-a 5 ) 300 MHz 8 10 

,„\ fi Q-? fd t-I) , 6.79 (br s, 2R) 
7.80 (d, 2H). 7.24(s. IK). 6.92 (a, 19 

408.0989. 

The following compounds in Table K " e "; P ^f °* 7' 
according co procedures similar co chac «^^» < „. 
E^ies 187-188. with Che subscicucion of che appropr. 

ester. . 
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Example 19 6 




slindazol-l-yllbenxen.aultonamKle 



3D 



4-(2-Thi.nyUbucyri= acid (28.42 g. W7 «nol) 

was olaced in a round bocco* fl«K wich ae.dc 
,30 aL, and phosphoric acid ,0.6 -L, . and ^"^/^ 
,c - , -> km r S The reaction mixcure was pourea inco 100 m> 
35 rrer^UacIed Wich echvl ac.cac.e gashed w£ ^ 
dried over MgSO,. and concencracea in vacuo » t> 
oil ,22.60 .1 which was vacuum discilled (1» «, 107- 
115-C) co give awhice sdno (1,-08 ,. 51%1 v mp fl 
3D 18 »» (CDC1,) 300 HHz 7.29 Id. «"•',< ' 

,.5.2 „. 1H). 2.95 U. O.6.0 Kx. ». Z.«71». 2h> - .2.11 t». 

2H) . M+K.= 153. • . , „•; .., ...... 

finnrr '^rvi ) rb.i ? n ? nfr r hens >. 

MT .si _ 0-5 l rniaol) was 
Echyi crifluoroacecace ..(11.81 g, 8J.X- w«" 

di ssoived in «her (SO ^^f/ £ V-oli 
nechodde^lucion „„ » £rom . 

X followed by 4 -keco-4. 3.6, / cecrany 

Sc-o 1 (12.57 g. 82.6 noil dissolved in echer (25 *L> . 
The reaccion was scirred for 69.4 hours ac room 
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rhen cre aced with 3NKC1 (40 mL) . The organic 
temperature, chen trea.ea 

lay er was collected, washeo with brine. J 
and concentrated in vacuo co give - brown so-- 
recryscaUized from ether /hexane co.gxve che 
5 (10.77 g. 52%) as brown neeales; mp 54-64 C r ^ ^ 

300 MHz 15.80 (S. 1H). 7,41 Cd. J-5.2 Hz 10. ^ ^ 
j=5.2 Hz, 1H), 3.04 (», 2H) . 2-91 <m. 2H) . , 
2S2 MHz -70.37 (s). M+K=249. 

..^flnornm f ^ 1 '-^ rh^nnn 7-aUnO S 

4-Sulfonamidophenylhydrazine hydrochloride (2.36 
35 ».« -61, was added co a seized J^-^ ^ . 

difcecone from seep 2 (2.24 g. 9.0 p»l) hours . 
X he region was heaced an ^ 

The reaction mixture was filte.ee an 

end wzch water „ g ive c,e desireo parole as ^ ^ 
solid (2.69 g. 75%): mp 288 290 C. 

KHz 8 .X2 ,d. ,-8.7 HZ. 2K>. • s H Vs ' H l lH,. 

t (= -5 w, 1H) 6.81 (br s, 2H) , 6.59 vs. 

(a. J=5.2 HZ, in;, o.u* tq-j mPz 

~ , r. ni fm ?hi- 19 F NMR (acetone-dg) 282 MnZ 
3.18 (m. 2H) . 3 .01 (m, 2H) . 

- 6 , 46 (s). High resolution- mass spectrum Calc d. .or 
^^30^:399.0323. Found: 399.0280. 
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Example 197 




- CI 



£L£2L 



4- [5- ( 4-Chloropb.enyl ) -4-chloro- 
IH-pyrazol - 1 *yl '3 benzenesulf onamide 

1 ,1-ninng. 



30 



• Ethyl formate (8.15 g, 0; 11 mol) and 4'. 
chloroacecophenone (15.4 g, 0.1 mol) were stirred in ether 
(150 roll) at room temperature. Sodium methoxxde (25% ) 
(23 77 g. 0.11 mol) was added dropwise. The mixture was 
stirred at room temperature for 16 hours and was then 
created with 150 mL of IN hydrochloric acid.- The phases 
were separated and the ethereal solution washed with brine. 
dr<ed over magnesium sulfate., filtered and concentrated xn 
vacuo to afford 18.3 g of a yellow oil. The. resulting 
crude mixture was used directly in the next step without 
purif icacion. . 

3- [4- (Chloro) phenyl] -propane -1, 3 -dione from Step 
1 (18 3 g, 'O.l mol) and 4-sulfonamidophenylhydrazine 
hydrochloride (22.4 gV 0,1 mol) were dissolved in 150 mL o 
absolute ethanol and heated to reflux, for 16. hours. The 
solution was cooled to room temperature, diluted wxtn 100 
mL of Water and let stand, whereupon crystals of pyrazole 
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, . fiicracion co provide 8.4 g 
formed chac were isolacea by iB . ^ (CBClj/3 oo 

OS*» oi a whice solid: mp 185-187 . 
7 . 89 <d. 0-8.7KZ »>. 7 1. td 

,d.J.t,7W. «• 7.34. «..--«.•'«.. ^ Cile-d 

- -i qw-7 1*0 , 4.93 tors, 
2H), 6.53 Id. U-1.-8HZ. .3-1. 9- Fo unc: C 

for C 1S K 12N3 S0 2 C1: C. 53.9,; *. 3.6- 
54.08; K. 3.57; N. 12.64. 



ID 
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20 



4 . :5 . U-Chlcropheryl, -IK-pyrazcl-l-^ ^ 
yllbenrenesulfonamide from seep • ^ 

dissolved in 50 ml, of acecrc acra. and 9 ^ ^ ^ 
„ .cue acid was added dr = . 

for 16 hours when sac. ral co pB paper. 

siewly added -^ f^^h echyl acecace .3 X SO ...K. 
The mixcure was excracc-O . ^ bicar bonace and 

combined and hashed wrch sac. «• filt ered. and 

wlch brine, dried over ^^ Z' recryscaUired 
conoencraced. The resulranc ^ # whice so lid-. mp 

f IO m isopropanol ~ ^« • h«. »,0» >«' »' ' 

U.-171-C .dec); * Ml MM- ^ 2H) . , 46 [brs . 

7.83 (d. J-8.7HX. 2hl. 7.S5 < J=8 . 7HS , 2H . . Anal. 

Calc'd for C15K11N3SO2CI2 • 

F9 und= C. 49.01: B. 2.97= «. 11.41. 
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Example 19 8 



h 2 nso 2 ' 




4-(4-Fluoro-5-pbexiyl-lH-pyrazol-l- 
yl ) benzeneeulfonanide 



ID' 



15 



20 



f6 a solucion of 2-hydroxyacecopheaone (2 5 g, 

18.4 mmol) in 100 mL CH 2 Cl 2 at -78'C, was ■ 
anhydride (10 g. 35.4 ^ol) followed hy 2 6 utxaxne 4.1 

^.35.4 mmol) and che ^' "^^^L*r and 

minutes. The mixture was poured xnto CH 2 C1 2 » 

che CK 2 C12 layer separated, washed ^^.^^ of 

Na2 S0 4 and •concentrated to a peach solxc To 

che crude triflate in 100 *L TKF was eddec 35 * «J* 

cetrabucylammonium fluoride in TKF . The mixture was^ . 

Tefluxed for 15 minutes, cooled and poured into etner^c 

wacer The ether layer was separated, washed with o.xne. 

Xied over N r 2 SC4 and concentrated. c«^ ; 

on silica gel using 20:1 hexane/ZtOAc fumxsned the a - 

fluoroketone (0.852 g. 33.5%). 



.. . a solution Of : 2 -fluoroacet6phenone (200 mg._l.45 
.. mmol) .in 2*. dimethylf ormamide^di,ethyUcetal. 
tq for 18 hours. The mixture was cooled ana concentred 
give the crude enaminokecone . Without further 



C--' ■ V 
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puriticacicn. Che enaminoxecone was creaced ««h 4- 
.'uUona.idophenvl ^in. 

was cooled. tilcereo and .he fiUrac 
5 ye llov chronograph - "™ ^^V/^ solid: 

,o 2:1 hexane/ScOXc prov>oe « =- = - „ . 

Recryscallizacion rrom .eche- /h-xan- _ 
P ale , y .llo« solid. ^Pi^-"- - » ; f^,. FoUnd; 
C15H12N3O2SF.0.2 K 2 0: C. 56.14. fc. 4-« 

3D' C. 55.99; H, 3.65; N. 12.92. 

. Example 19 9 




15 



23 



30 



4 . tS - (4-Chlorophenyl) -3-- (trif luorometbyl^ 
^ilcro-lH-pyrazol-1-yl^enzenesulfona^de 

A 100 mL chree-necked round -bottomed flask ^ , 
e^ioped wich reflux condenser, gas dispersion cube and _ 
^visions for magnetic stirring was chargec i wxth 4-C5 (4 . 
chlorophenyl)0-crifluoro^ ^ anG . 50- ... 

yllb en 2 enesulfona,ide „ ^ ^ ac 

- of glacial acetic ^J^^ of chlorine gas 
room temperature and treaco w ^ scirred 

fnr -. period of 15 minuces. The solution w« . 

I Temteracur- for 1.25 hours and Chen dilutee with 
ac room ce^cur f _ che n ■ extracted three 

100 mL of water. The soww washed 

wich brine. -dried over MgS0 4 . .-leer- , 

vacuo co give a -nice solid chac w» ^-^B-U- 
echer/pecroleum echer co provide 390 mg (75%). . 
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chlorophenyl) — caloro 3 cr _ ^ ^ (CDC 1 3 /200MH: 

vllbenzenesuifonamide: mp 180-18 . ^ 



J=6.3H2. 2H) .7.25 <d. 



Example 20 0 



ID 



15 



2D 




CF 3 



H 2 NS0 2 * 



4 V [4 . F lucro-5-phen y l-3-( t rifluorc»e t ^ 
. pyrazcl-l-yilbenxenesulfonamxde 



1; 



i .^n of 2-fluoroacecophenone from Seep 
To a solution o*. ^ ^J-u _ .,78 "C. 

a o£ Example 198 (0.48 3.4 «*, » ^ and 

was added XK lichiu, bi..^*^- «« 

ar -78 *C for 4d minutes . ■>- 
che mixture stirred at ^i) was added 

^^.^ , minu « s and ac 0*C 

and che mixture stirred at L 
for 30 minutes. The mixture- ^"^^ se paratedV 
poure d- into ether and water^n cae ; 
washed with —e. dried ov r »a ^0 an _ ^ ^ 

Flash chromatograpny on ne (0 .34 g. 

co 4:1 hexane/EtOAc furnished .he i,3 a 

43%) . 



30 



^ir^ ^ 1 ilgrgvTaUfll^. 



y1 y^on-y ^ognifonsmids 



f 
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10 



Th e £ ro. seep 1 .0.3, S.^r^l™ 

,0.35 1-56 -ol. 1- « * E <°» " "Tucrace 

Th e fixture was cooled. filter «. *- ^ 

concentrated CO a vello- g.. ^las* < . solia . 

.3:1 hexane/EtOAc provraed 0.28 g - . &s . 

pale yellow solid: Anal, calc n> 
49.87; K. 2.88; N» 10.90. .Founo: C, 49.7-. 



10.81. 



Example 2 01 



15 



H 2 NS0 2 ' 




n i_i trif luoronxetnyl)~-lE- 
4- t .4-Methyl-S-ph.enyl-3-(t«* lu 

pyrazcl-l-yll benzenesulfonam.de 

r vf1nnr n ^ lf -r- 1 ^ -Hi one 

to a solution of propiophenone (965 mg, 7 .2 
«l) in THF (20 *L> at -78«C was added , 
S ^scc^ecnylsilyl^de ^ £^5^ - then warded 
The solution was kept at -78 c • and 

co . a « over 1 nour. The solution was cooled ^ ^ 
..^luoroacetyl.inidascle U 9; »J .. ^ „ roOT 
■S.) was added via cannula. Th. solve. 
30 te^rature and stirred overni,^ Tne «x ur - 
partitioned between IN HC1 and echer. 
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uas ,H. 2 S04. and.oncencraced cc 5 ive che crude 

dike tone (1-9 g) • 

•^■^o-nosui forbids . 

^ 0h Z "de". , 1.^!. was added. The ^ «« 

hydrochloride (2.0 g. » •. Vnl . tiles were removed m 

--i . t q hours, voiaciies * 

heated at rerlux for 19 nou ace cace. The 

-~ ^.^^^^^^ -d and 
organic solu^wa.^ & holographed on silica , 
concentrated. The .residue was 

, , 2ll ~« 4 ;!^? d £ C17H14N 30 2S P 3 : 

g, 49%): tap 145-146 C. Ca . 10-92. 

H, 3.70; N, 11-01-. Found: C. 53.41. 

Example 202 



20 



H2NSO2 




^^-Stbyl-S-O-eth^ 

(trif luorooethyl) -iH-pyrazol-1- 
• yll benzenesulf onamide 



on 1 



. To a suspension c£ aiu»inu» chlor ide (1Q.3J. 
30. ,7. 2 _» in dichloro^chane U, *» « • »c «as aoded 



< 
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5 



2D 



solution was kept ac oc t The" reaction 

r oo» ce.per.cure end scirred ■ „ acer (80 

solu cion was -»»££?J£c "wicUchloro.ecnane and 
BL, . The reaccion was excr ^ ed 

^^:™t,a = e h c hyl acecace, c, c*. des-ed, 

product (5.2 g. 77 %) . 



25 



2D 



The title compound was prepared from che _ 
^rophenL in Step 1 using - 
Example 201. Steps ! and 2: *P 135-136 . ^ ^ 

C2QH20N3O3SF3: C 54.66; K; 4.59; N« 9.56. 
54.11; H, 4-38; N. 9.43. 

Example 2 03 




h 2 nso 2 ' 



1 . U -C y =l=pr=pyl-5-P«^- = -<" ifl ' 10^0 " thyl, 
lH-pyraxol-l- y ll'»an S «ne = ul£=na»x a . 



ar. sc. 



a-fpa« 



30 
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ID 



15 



T0 a suspension of .odiu» cyanide (1.8 ,. 37.0 
a susy ., 60 °c was aaaea 

mmol, in dimechyl sulfoxrae (20 -LI « ^ . ^ 

dropwise (bro^echyi.cyclopropaneMS.^.^ . f 

addicion was done ac sucn . ^--^ ^ compleced . 
Che reaction ac 60 c. ^ - ^ miI)Uces . 

che reaccion mixcure -s hea.ea ^ - acher and 

T he mixcure was "^-^a " ashed wich » KCi and 
wacer. The organs »>"™" residue uas dissolved 

wacer. dried and * o4 phenyl 

in echer (5 «L> .«» ™ L aolucion in echar, in 

magnesium bromine (2= mL o. a . reaction mixcure 

echer ,ao mL, and bans ene ( ^ , 2Q~hours . chen poured 
„as scirrad ac room "f"""*^ £or x . s hours. The 
inco a IN KCI che aqU eous solucion 

organic solucion was "P«"«* orGanic solu cion was 

excracced wich "^"t^^. * chromacographad on 
dried and concencracea The r ^ 
silica (9 = 1 hexane:ecnyl acecace! co g 
produce (2.0 g. 34*1 • 



20 



-in ■ 1 ^-i-°i-T' > "" v1 ' 

v i-1^onTPr --1T , fnr a,n<de: 

Th- cicle compound was prepared from ch. 
acecophenone in Seep 1 using che procedure case-bed- 

55.85; -K, 3.78; N. 10.19- 



30 
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Example 204 




H0NSO2 



- ^ „t ^'-nr^ fluoromethyl) 
5 4 . t4 -hydr 0 xymenhyl-5-r.he=yl-3-lt--" u 




a solution of 4- (1-methyl-S-phanyl-:! 
preoared in Example 201 (500 M . 1.3. -oil » 

« r^-ition-d between aicnlorcmectian- 

™ :r, a "; xion ~. — ««• ««^- « — 

23 che desired produce. 412 tag (69%). 



SEJSP ? : 



30 



TO a solution oe the co.po.und P«pa«d in seep 1 

r. rz %£. zzzsz- 

cemperacure. -n_ r-*<- -„i« c ion was wasnea 

ethyl acecace and water and che organic solution w 



t r 
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ID 



wichwacer. dried and concencraced. f"^*^. 
chronucographad .1 = 1 hexane,echyl acerace) CP 3 « * 
desired produce (205 mg. 66%). 

' • to a solucion of the aldehyde prepared, is Seep 2 \ 

, n ? m i at 0°C was aaaec 
• (165 mg. -0.41 mmol) in methanol (3-D m.) ac 

solution was kept & u o c Ear . ^ SQ so i U ticr. 

che organic solucion dried and concencraced jhe --s 
„as Monographed on silica W ^'^, ' 
. g ive Che desired produce ,36 ....46 * • ' 1 ' 

4.53 Id. 2h. J.- 5.0 Hz). 4.30 (c. IE, o = 5-0 Hz, . 



23 



Example 205 




S 4- ( 4-Cnloro-3- i a=buc y l-5-ph.nyl-lH-pyrazol- 

1-yl) benzene sulfonamide 

, . to a solucion or the pyraiole prepared in 
i75 <0 '5 g 0.42 mmol) in CH 2 C1 2 (10 -W «« 
30 H s o £ sui/urvl Chloride slow!, ac roc* c^eraeure. 
The -ixcure was scirred ac rooa ceaperature for 2 hours. 



ID 
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161 . ' . 

inched vieh wacer and- Che aqueous layer ex«a=«o chrae 

meohyien. eWorld.. «« ^"^^"Uach 
ue .e dried over M0SO4 and concentrated co grve an 

purUied * O-f chro^raphy, on ,^ 
,0:30 hexane/e-.hyl aceoaca as *-»'»'»>^- 
compound: HBMS V« 389 .0970. <calc;d Tor Ca9«*W»M ■ 

389.0965) . .'v.- .... . ' : 

The foXlovins compounds in Table X were Prepare^ . ■ 

starting material . 
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Example 25 9 



H-.C-, 



i 

CH-. 




N 



10 



15 



4 . [ 4.Cbloro-3-cyaao-5-[4-(fluoro)pHenyl])-lE- 

pyr azo 1 - 1 -y 1 1 -N- [ < dimethylamino ) methyl ene ] 
benzene sulfonamide 

increasing the polarity of the eluant used in 
che ourificacion in Example 234 co 60% ethyl , 
upon" concentration of the appropriate fractions, y.elaea 
4! [ 4-chloro-3-cyano-5- [4- (fluoro, phenyl! ) 
yl] -N- [ (dimethylamino ) methylene ]benzenesulf onamxae (0 48 = 
a 15%): Hiah Resolution Mass Spectrum <MLi + l ca.c d: 

V. ^ a-xa n7ifi -l-mental analysis calc'a 

438.0779. Found: 438.0714. -l-m-nv. 

_ fld . k 3 50: N, 16.22; CI. U.-i. 

for Cx 9 Hi 5 N 5 0 2 FClS: C =2 . 84 . fa. 3 . 50 ' 

S . 7,42. Found: C. 52.76s E, 3.52; N< 16. x2; Cl. 8.11, S. 
7.35. 
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Example 2 60 



K-.C- 




N 



25 



4. [ 4-Bromo-3-cyano-5-phenyl-13-pyrazol-l-yl]-N- 
[( dimethylamino ) methylene] benzenesulf ouamxde 
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Similarly. 4- (4-bromo-3-cyano-5-phenyl-i:-> . 
pvrazol-l-yll-N-ttdimechylaminolmschyleriei 
benzenesulfohamide was isolated from the purgation o. 
Example 235 (0-153 g. 28%): High Resolution Mass 
Spectrum (M + ) calc'd: 457.0208. Found: ^.015, 
Elemental analysis calc'd for C 19 H 1S N 5 0 2 3rS : 
3.52: N, 15.28.; '•Br. i? . 43 ;; S . 6 . 99 . Found: C. 49.,8 = ; 
3.56; N, 15.10; Br. 17.52; S. 6.87. , 

Example 261 




15 



20 



25 



30 



4 - [ 1- { 4 -Fluorophenyl ) -3 - ( tr if luorometbyl ) - 
IH-pyr azo 1 - 5 - yl ] beaz enesul f oflamide 

To a solution of 4- (aminosulf onyl) acetophenone 
(2 0g. 9.0 mmol) in dimethyl sulfoxide (25 tiU was added 
sodium hvdride (450 mg. 12.0 mmol). The reaction mixture 
was stirred for 45 minutes and then 4-mechoxybenzyl 
bromide (3.5 g. 19.0 mmol) in dimethyl sulfoxide (5 mL) 
was added via cannula. The mixture was stirred at room 
temoerature for 24 hours and partitioned between ethyl 
acetate and pK 7 buffer.. The aqueous solution was 
extracted with ethyl acetate. The organic solution was 
dried (MgS0 4 > and concentrated. The resiaue was 
chromatbgraphed on silica (2:1 hexane : ethyl, acetate) to 
give the desired product (815 mg. 21%) . 
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To a 25% sodium methoxide solution in. methanol 
(0.2 mL, 'was added ethyl^^^ 

n^ol) and che procecced/acecophenone .from Step 1 < 2*5. mc, 
0 .53 mmol) - TKF (0:5 mL) was. added and the reac:^ 
mixture was heated ac reflux" for 2 hours, ana. ,ner. sur.ec, 
ac room temperature overnight. The mixture was ■ 
oartitioned becween ether, and IN HCl solution. -he _ 
'organic solucion was dried -and concencraced to ■ «x« 
crude diXeccne <279 mg, , which was diluced wicn. aosolu, 
ethanol ,2.5 *L>V To chis slurry was added py~a,ne * 
mg -o.62-.-oU and 4-fluorophenylhydrazine nyorocnlo.xa. 
(80 mg, 0.50 mmol) . The mixcure was stirred at room . 
cemoeracure for 24 hours and. concencraced in vacuo. . . Th- . 
residue was dissolved in methylene chloride- ana vasnea 
with IN KCl. The organic solution was dried ana . r 
concentrated. The residue was chromacographed 
(3:1 hexane: ethyl acetate) to give the protectee pyrazole 

(159 mg, 51%) • • 



25 




• To a solution of the protected pyrazole (50 mg, 
30 0.08 mmol) in aceconicrile (1 mL) and wacerj0.3 *L, was 
added eerie ammonium nitrate (360 mg, 0.6= mmol) • The , 
. . reaction solution was kept at room temperature for Vo 
. hours . The solution was. poured into- water (15 mL) and _ 
' ' extracted with: ethyl acetate .(2 x 25 mL) . The ^ 
3 5 extracts were dried (HgS0 4 ) and concentrated. The resxaue 
was chromatographed on silica (.2:1. hexane :.chy^acecace , 
To give the desired product (13 mg. 42% ) : 1* NMR (CD 3 OP) 



68 ld.2K>. 7.46 (d. 2K) . 7.39 (ac 
06 (s, IK) . 

Example 2 62 

H 2 NSO a 
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, 2K). 7.21 (t. 2H)' 




\ -i _ f -if luoromethyl ) -1E- 
4- [l- (4-methoxypnenyl) -3- (t-3.rj.uo 

pyrazol-5-yl]benzenesulfonamide 

The title compound was prepared using the 
procedure described in Example 261: KHHS »/z 397.0702 
Vcalc'd for C17K14N303SF3, 397.0708). 

BIOLOGICAL EVALUATION 
R ac carrageenan Fooc Pad Edema Test 

Th« 'ca^aoesnan fooc edema test was 
performed with materials . reagents and procedures 
essentially as described by Winter, et al., C-roc. 
Soc. Exo. Biol. Mec.. HI- 544 (1962)). Male 
Sprague-DaWley rats were selected in each group so 
that the average body weight was as close as 
possible. Rats were fasted with free access to 
water for over sixteen hours prior to the test. 

• ■AtpViv P mL) wich compounds 

The rats were aosea. orcL-y \- 

susoended in vehicle containing 0.5% 
) methylcellulose and 0 .025%;, surfactant, or with 
vehicle alone. One hour later a subplancar 
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Id 



injection of 0.1 ^ of 1% solution of ^ ■ 

carrageenan/ sterile 0-9% saline was aomin.s-e 

, ^ in-iecc-d fooc was measured 

and che volume or the inDecu-c _ 

with a displacement plethysmomecer connected, .o . 
oressure transducer wich a digicai 

'Three hours afcer che injection of che carr ; agee ; .-.-. 

.che volume of. the foot was again measurea. -h 
average foot swelling in a group of drug-crea.ee 
animals was compared with that of a group or 
placebo-treaced. animals and che percentage . 
inhibition of edema was determined (Occerness ane 
BUven, ^oratory Models for Testing 
Non-steroidal Xnti-Xnf laxnmatory Drugs, U . ^ 
L ombardino. ed. 1985)).. The % inhibition snows 
% decrease from concrol paw volume determxneo -n 
chts orocedure and the data for selected compcunos 
in this invention are summarized in Table ... v 

Rac carrageenan- induced Analgesia Tesc 

The analgesia test using rat carrageenan 
was oerformed with materials, reagents and procecures 
essentially as described by ^^'Jl^ were 
(Pain. 32, . 7, U988)). Male .^PfW-^^^ 
5 t-eated as oreviously describee for tne Ca,rag— . 
3 ; o t Pad Edema test. Three hours afcer che 
' rats were olaced xn a special 

n f rhe carrageenan, .ne ra.s wcj.<= . 

or cm.w * rransnarenc floor having 
plexiglass container with a transparent 

a high intensicy lamp as a radiant heat source, 
30 positionable under che floor. Afcer an ^^J"*™ 
minute period, thermal stimulation was begun on 
' either the injected foot or on the concraiater^ ^ 
uninfected foot, h photoelectric cell turned .of. -e 

lame and- timer when light was interrupts by paw _ . 

, S withdrawal. The time until the rat withdraws xw. ,ooc 
W as then measured.. The withdrawal -latency m seeonas 
was determined . for che concrol and drug-creacee . 
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groups, and percent inhibition of the hyperalgesi 
foot" withdrawal determined. Resales are shown in 
Table XI. 

TABLE XI . 
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Examples 
1 

• 2 

58 
... 59 
60 
82 
86 
98 
117 
12? 
170 
171 
188' 
197 
199 



30 



RAT PAW EDEMA 

% Inhibition . 
ia/kc ta od V wajj 

44 
35 
3 6 
25 
49 
22* 
42* 
2* 
32 
47* 
18* 
14 
32* 
45< 
35 



ANALGES 2 

% inhibition" 
na/ko body welc, 

94 
38 
65. 
41 
39 



37 
27 



35 



Evaluation of COX I and COX II activity, in vitro 

The compounds of this invention exhibited 
inhibition in vitro of COX II. . The COX II 
inhibition activity of. the compounds, of this 
invention illustrated in the Examples was - ; ... . 
' determined by the following methods . 
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f 2 0 kb fraomenu containing the coding 
region of either human or murine COX-I or human or 
murine COX- II was cloned inco a BamKl S ice o: che 
baculovirus transfer vector . pVL13« I Invicrogen, to. 
generace che baculovirus transfer veccors ror COX- 
and COX-il in a manner similar co che methoa or 
D R. O'Reilly ec al i Baculovirus Expression 
Vectors: '* Laboratory Manual (1992) ) • Recombinant ^ 
baculoviruses were isolated by transacting 4 W or . 
baculovirus cransfer vector DNA into SF9 msect 
cells (2xl0e8) along with 200 ng of lineanzea 
baculovirus plasmid DNA by che calcium phospnace 
method. See M..D. Summers and G . E. Smith, A Manua^ 
of Methods for Baculovirus Veczors and Insecc Ce - 
Culture Procedures, Texas Agric. Exp. Station Bull. 
1555 (1987). Recombinant viruses were purnieo by 
three rounds of plaque purification and high titer 
(10E7 - lOES.ofu/ml) stocks of virus were prepared. 
For large scale production. SF9 insect cells were 
infected in 10 liter fermentors (0.5 x 106/D with 
the recombinant baculovirus stock such that che 
multiolicity of infection was 0.1. After 72 hours 
the cells were centrifuged and the cell pellet 
. homogenized in Tris/sucrose (50 nuM: 25%. pH 8.0) 

containing 1% 3-1.(3- 
cholamidopropyl) dime thy lainmonio] -1- 

0 prooanesulf onate (CHAPS) . The homogenate was 
centrifuged at. ICOOOxG for 30 minutes, and the 
resultant supernatant was stored at -80°C berore 
being assayed for COX activity. . 
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b. Assay for COX I and COX II activity: 

COX activity was assayed as ?GE2 
formed/vig protein/ time using an ELI S A to detect tr. 

5 prostaglandin released. CHAPS-solubiiized insect 
cell membranes containing the appropriate COX 
enzyme were incubated in . a potassium phosphate 
buffer (50 mM, pK, 8 . 0 ) containing epinephrine , 
phenol, and heme with che addition of arachidonic 

10 acid (10 uM) .- Compounds were pre -incubated with co- 
enzyme, for 10-20 minutes prior to the addition of 
arachidonic acid. Any reaction between the 
arachidonic acid and the enzyme was stopped after 
ten minutes at 37°C/ropm temperature by 

15 transferring 40 nl of reaction mix into 160 nl 
ELISA buffer, and 25 uM indomethacin. The PGE 2 
formed was measured by standard ELISA technology 
(Cayman Chemical) . Results are shown in Table XII 
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15 12 
55 
56 
57 
58 

20 59 
60 
82 
84 
85 

' 25 86 
96 
97 
98 ' 
117 
30 128 
129 
130 
131- 
138 
35 170 
171 
172 



180 

TABLE XII. 



Human COX II 



<.l 
. o 



< • 1 
47.9 



<.l 
<.l 
<.l 
73.6 

.5 

6.5 

96 

<.l 

.3 

1.1 



3.6 

.2 

,6 

.1 

.8 

4.2 




<.l 

<.l ^.0 

>100 
37 . 5 ' 

<.l ■ ^ S.3 

.2 78 - 7 

14 >100 
37.7' >i°° 
.1 55.2 

2.7 > 1G0 
20 > 100 
22 77 ' 9 



11.7 
>100 
5.7 



<.l 

<.l . 26 - 8 



.8 

1.1 

65.5 

>100 

>100 

>100 

>100 

1.7 

>100 

>100 



<.l - 13 - 5 



12 . 5 

>100 

<.l 

>100 

>100 

>100 
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175 

176 

187 

188 

196 

197 

198 

199 

200 

201 

202 

203 

204 

205 

259 

260 

261 

1£2_ 
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TABLE XII (cont.) 

Human COX II. ; 

TQ3 0 _UM_ . 



Human" COX I 
IDs^_UM_ 



4.7 
3.5 
6 6.9 
.3 ■ 
1 . 1 
.2 

' - 6 • . 
< . i 
4.2 
<.l 

■<•'!. 
<.l 

<..l 

27" 

6J7 

<.l 

1.1 

1.1 

<.l 

< .1 



>100 

100 

>100 

>100 

13 . 6 

19.8 

4-1 
3.4 
56.5 
<•! 
.5 
2.2 
91 

>100 

>100 

2.1 

>100 

>100 

<-l 
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Also embraced within this invention is a 'class 
of oharmaceuticai compositions comprising one or more 
compounds of Formula I in association with one or more 
non-toxic, pharmaceutically acceptable carriers and/or 
diluents and/or adjuvants (collectively referred to 
herein as "carrier" materials) and, if desired, other 
active ingredients .' The compounds of the present 
invention may be administered by any suitable route, 
preferably in -the. form of a pharmaceutical composition 
adapted to such a route, and in a dose effective for the 
treatment intended. The compounds and composition may, 
for example, be. administered intravascular ly. 



, 1S2 

. intraperitoneal^, subcutaneous ly , intramuscularly or 
topically. 

For oral administration, che pharmaceutical 
5 comodsicion may be in che form of, - for example, a tablet, 
caosule, susoension or liquid. The pharmaceutical 
■ composition is preferably made in che form of a cosage 
unic containing a particular amount of the active 
ingredient. Examples of such dosage units are taolets or 
10 caosuies. The active ingredient may' also be admimsterea 
by injection as a composition wherein, for example, 
saline, dextrose or water may be used as a suitaole 
carrier. 

15 The amount of therapeutically active compound 

that is administered and the. dosage regimen for treating 

a -disease"^ condition with the compounds and/or 
' conditions of this invention depends on a variety or 
. factors; including the age. weight, sex ana medical 
20 condition of the subject, the severity of the disease, 
the route and frequency of administration, ana the . 
particular compound employed, and thus may vary wide.y. 
The pharmaceutical compositions may contain active 
ingredient in the range of about 0.1 to 2000 mg. 
25 preferably in the range of about 0.5 to 500 mg ana most 
preferablv between about 1 and 100 mg. A daily dose or 
about 0.01 to 100 mg/kg body weight, preferably between 
" about 0.1 and about 50 mg/kg body weight and most - / 

preferably from about 1 to 20 mg/kg body weight, may be 
30 appropriate. The daily dose can be administered m one to 
four doses per day. 

For therapeutic purposes, the compounds of this 
" invention are ordinarily combined with one or- more. 
35 adjuvants appropriate to the indicated route or ^ 

administration. If administered fi*. the compounas may 
be admixed with lactose, sucrose, starch powder. 
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cellulose esters of . alkanoic acids, cellulose alley i 
escers. talc, stearic acid, magnesium scearate, magnesium ■ 
oxide, sodium, and calcium sales of phosphoric, anc 
sulfuric acids, gelatin, acacia gum., sodium alginate. 
5 polyvinylpyrrolidone, and/or polyvinyl alcohol, anc tr.er.. 
tabi eted or encapsulated for convenient administration, 
such caosules or tablets may contain . a controlled-reiease 
formulation as , may be provided in a- dispersion or active 
comoound in hydroxypropylmechyi cellulose. Formulations 
10 f or -parenteral administration may - be ,ih the rorm or ,. 
aqueous or non-aqueous isotonic sterile injection 
solutions or suspensions. These solutions and suspensions 
m ay be preoared from sterile powders or granules having 
one or more of the carriers or diluents mentioned for use 
15 in the formulations for oral administration. The 

compounds may be' dissolved in water, polyethylene glycol, 
propylene glycol, ethanpl, com oil, cottonseed oi-i" 
peanut oil. sesame oil. benzyl: alcohol, sodium chloriae. 
and/or various buffers. Other adjuvants and modes or 
20 administration are well and widely known in the 
pharmaceutical art. 

..' Although this invention has been described, with 
resoect co specific embodiments, the details of these 
25 embodiments are not to be construed as limitations. 



